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A bioerodible controlled drug release device is produced as a 
homogeneous polymeric matrix from a high molecular weight polyanhydride 
and a suitable biologically active substance. The high molecular weight 
polyanhydride is defined by a molecular weight greater than 20, 000 and 
an intrinsic viscosity greater than 0.3 dl/g. The controlled drug 
release device is preferrably formed by solvent casting with the 
biologically active substance and exhibits zero order release, improved 
correlation between the rate of release and polymer degradation, and an 
induction period between introduction to the eroding environment and the 
initial release of the biologically active substance. The controlled 
drug release devices are stable for extended periods of time, flexible 
and durable and not subnect to fracture and disintegration. 
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solvent containing guanidinium and phenol. The solvent is stable for 
about one month at room temperature without any appreciable phenol 
oxxdation or decomposition. Application of the disclosed method and 
solvent to a biological tissue sample results in the isolation of a high 
yield of RNA in a substantially pure and undegraded form. The whole 
procedure can be completed in three hours, much more quickly than other 
p rocedures . 

CAS irJDEXING IS AVAILABLE FOR THIS PATENT. 



L161 A^JSWER 12 OF 51 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



US PAT FULL 
89: 47675 
Liposomes 
Guo, Luke 
Redemann, 
Radhakrishnan, 
States 

Yau-Young, Annie, Los Altos, CA, 
Liposome Technology, Inc., Menlo 
States {U.S. corporation) 



USPATFULL 

with enhanced retention on mucosal tissue 
S. S., Lafayette, CA, United States 
Carl T., Walnut Creek, CA, United States 
Ramachandran, Palo Alto, CA, United 

United States 
Park, CA, United 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
DISCLAIMER DATE: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 4S39175 

US 1986-890815 

20060214 

Utility 

Granted 

Lovering, Richard D . 
Dehlmger, Peter J. 
10 
I 

7 Drawing Figure(s); 

I72I 



19890613 
19860728 



(6) 



2 Drawing Page 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A liposome composition designed for enhanced binding to mucosal tissue, 

Thie liposomes contain about 10-40 mole percent of an amine-derivatized 
lipid com.ponent in which a charged amine group is spaced from a lipid 
polar head region by a carbon-containing spacer arm at least 3 atoms in 
length. The liposomes preferably have a close packed lipid structure 
produced by inclusion of between 20-50 mole percent of cholesterol or an 
amine-derivatized cholesterol, and/or phospholipids with predominantly 
saturated acyl chain moieties. For ophthalmic use, the liposomes may be 
suspended in an aqueous medium containing a high- viscosity polymer, to 
enhance further the retention of liposomes on a corneal surface . 
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AB A novel series of articles useful as medical devices, implants and 

P'Tocheses are provided which utilize poly ( iminocarbonate ) polymeric 
m-^itrices. These articles are biocompatible, have excellent mechanical 
properties and degrade Into non-toxic residues after introduction in 
vivo. The articles may be formed in any desired dimensions and 
configuration and may take specific shape as biodegradable sutures or as 
C'rthopedic appliances such as bone plates and the like. 
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AB A pharmaceutical composition is prepared wherein a biologically active 

conjugated protein which is . beta .- inter feron , interleukin-2 , or an 
immunotoxin is dissolved m an aqueous carrier medium without the 
P'resence of a solubilizmg agent. The unconjugated protein, which is not 
water-soluble or not readily soluble in water at pH 6-8 without such 
solubilizing agent, is selectively conjugated to a water-soluble polymer 
selected from polyethylene glycol homopolymers or polyoxyethylated 
P'olyols . 
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A brain-specific dopaminergic response is elicited in a patient in need 
of such treatment, e.g., a patient afflicted with Parkinson's disease of 
hyperprolactinemia, by administering thereto a therapeutically effective 
amount of preferably catechol protected dopamine tethered to a reduced, 
blood-brain barrier f^enetrating lipoidal form [D-DHC] of a 
dihydropyridine . revreaction . pyridmium salt typ>e redox carrier, e.g., 
1 , 4 -dihydrotrigonelline . Oxidation of the dihydropyridine carrier moiety 
in vivo to the ionic p'yridinium salt type dopamme/car rier entity 
[D"QC].sup.+ prevents elimination thereof from the brain, while 
elimination from the general circulation is accelerated, resulting in 
significant and prolongedly sustained brain-specific dopaminergic 
act L VI ty . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A process is provided for the preparation of magnetic particles to which 

a wide variety of molecules may be coupled. The magnetic particles can 
be dispersed in aqueous media without rapid settling and conveniently 
reclaimed from media with a magnetic field. Preferred particles do not 
become magnetic after application of a magnetic field and can be 
redispersed and reused. The magnetic particles are useful in biological 
systems involving sep^arations . 
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AB The invention relates to a novel process for the preparation of 

2 -bromo- . alpha . -ergocryptine and its acid addition salt by brominating 
. alpha . -ergocrypti ne in such a way that the bromination is carried out 
at room temperature by using a dimethyl sulphoxide-hydrogen bromide 
mixture containing no more 0.02"* of water and, if desired, converting 
the thus-obtained 2-bromo- . alpha . -ergocrypt ine to an acid addition salt 
in a known manner. 
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A process is provided for the preparation of magnetic particles to which 
a wide variety of molecules may be coupled. The magnetic particles can 
be ■■dispersed in aqueous media without rapid settling and conveniently 
reclaimed from media with a magnetic field. Preferred particles do not 
become magnetic after application of a magnetic field and can be 
redispersed and reused. The magnetic particles are useful in biological 
systems involving separations. 
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A3 A process is provided for the preparation of magnetic particles to which 

a wade variety of molecules may be coupled. The magnetic particles can 
be dispersed in aqueous media without rap'id settling and conveniently 
reclaimed from media with a magnetic field. Preferred particles do not 
t'ecome magnetic after application of a magnetic field and can be 
redispersed and reused. The magnetic particles are useful in biological 
systems involving separations. 
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DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



2 Drawing Page(s) 



systems m which the separation of certain molecules, macromolecules and 
cells from the surrounding medium is desirable. The magnetically 
responsive particles may be coupled to a wide variety of molecules. The 
magnetic particles can be dispersed in aqueous media without rapid 
settling and conveniently reclaimed from media with a magnetic field. 
Preferred particles do not become magnetic after application of a 
magnetic field and can be redispersed and reused. 
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di-substituted amino group; P. sup. 2 and R.sup.3 are such that one of 
them is an electron-withdrawing group with the other being a hydrogen 
atom, a hydrocarbon group or heterocyclic group of the class consisting 
of thienyl, triazolyl, and pyridyl, which may optionally be substituted 
or that R.sup.2 and R.sup.S taken tiogether with the adjacent carbon atom 
form a spiro ring provided that at least one of R.sup.2 and R.sup.3 is a 
carbonyi group; X.sup.L and X.sup.2 each is a sulfur atom and at least 
one of X.sup.l and X.sup.2 may be oxidized, or a salt thereof, possesses 
very useful pesticidal actions. 
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A process is provided for the preparation of magnetic particles to which 
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a wide variety of molecules may be coupled. The magnetic particles can 
be dispersed in aqueous media without rapid settling and conveniently 
reclaimed from media with a magnetic field. Preferred particles do not 
become magnetic after application of a magnetic field and can be 
redi spersed and reused. The magnetic particles are useful in biological 
systems involving separations. 
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A process is provided for the preparation of magnetic particles to which 
a wide variety of molecules may be coupled. The magnetic particles can 
be dispersed in aqueous media without rapid settling and conveniently 
reclaimed from media with a magnetic field. Preferred particles do not 
become magnetic after application of a magnetic field and can be 
redispersed and reused. The magnetic particles are useful m biological 
systems involving separations. 
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A genus of dipeptide amides including as the preferred subgenus the 
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dipeptide amides having the structural formula R.sub.l TyrR.sub.2 
L' -Al aNHR. sub . 4 wherein R.sub.l and R.sub.2 are each hydrogen or alkyl 
provided that at least one of them is other than hydrogen and R.sub.4 is 
phenylalkyl or subs tituted-p;henylal kyl are prepared by condensing the 
dipeptide with the amine or the amino acid with the amino acid amide and 
are useful as analgesics. 
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CAS INE>EXirJG IS AVAILABLE FOR THIS PATENT. 

AB A method for determining a member of a specific binding pair-ligand and 

receptor ( antiligand) . Reagents employed include a first modified member 
which provides an electrical field due to the presence of a plurality of 
ionic charges and a second modified member labeled with a component of a 
signal producing system, which system may have one or more components. 
The average proximity in the assay medium of the first and second 
modified members is related to the amount of analyte, where the observed 
signal from the signal producing system is related to the effect of the 
electrical field on the signal producing system. 

Also, compositions are provided, as well as reagents, in predetermined 
ratios for optimizing the signal response to variations in analyte 
concentration . 

CAS INDKXItJG IS AVAILABLE FOR THIS PATENT. 
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A process is herein disclosed for producing a slow release composite 
comp'rising grinding and mixing mechanically in a frozen state one or 
more f'Olypeptides , one or more proteins and one or more physiologically 
active substances sharping the blend into a desired form and compressing 
at a pressure of from 100 to 20,000 kg/cm. sup. 2 to thereby produce a 
slow release composite having the phys iologi calJ. y active sut-stances 
encapisula ted therein. 
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AB A method for immunochemical assay of an antigen or antibody by labelling 

the antigen or antibody with a specific cyanine or merocyanine dye 
containing a carboxy group followed by effecting an immune reaction and 
fliotochemical processing thereof is provided. The amount of the antigen 
or antibody is measured in term of optical density of developed silver 
halide which is brought into contact with either the antigen-antibody 
reaction product or the unreacted material. 

This immunochemical assay method gives high detection sensitivity in a 
simple operation manner. 
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AB A polymer composition containing a physiologically active substance 

which can be released at a controlled rate is prepared by contacting one 
or more polymerizable monomers with the physiologically active 
substance, making the monomers into a specific shape and then 
ir radiating the shaped article with light or an ionizing radiation at a 
low temperature below room temperature to polymerize the polymerizable 
monomers . 

CAS INDEXING IS AVAILABLE FOP THIS PATENT. 
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The present invention relates to new inclusion complexes of 



-chloro 



ethyl phosphonic acid formed with .alpha.- 
. gamma . -cyclodextrin or a mixture thereof. 



. beta . - and/ or 



The new inclusion complexes contain preferably 10-30* of 2-chloro ethyl 
phosphonic acid. 

The new complexes of the present invention are prepared by reacting 
2-chloro ethyl phosphonic acid with .alpha.-, .beta.- and/or 
. gamma . -cyclodextrin or a mixture of one or more of the said 
cyclodextrins and linear dextrins and/or partially decomposed starch. 

The new inclusion complexes of the present invention can be used for the 
preparation of plant growth regulating comp'os i tions . 

CAS INE'EXING IS AVAILABLE FOR THIS PATENT. 



L161 ANSV/ER 30 OF 51 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE ( S ) : 



USPATFULL 

83 : 12 L51 USPATFULL 

Enzyme amplification compounds for assays for androgens 
Rubenstein, Kenneth E., Menlo Park, CA, United States 
Ullman, Edwin F. , Atherton, CA, United States 
Syva Company, Palo Alto, CA, United States (U.S. 
corpo ration ) 



NUMBER 



KIND DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
E'ISCLAIMER DATE: 
RELATED APPLN. INFO 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS INDEXING 
AB Novel 



US 4376825 19830315 
US 1980-221235 19801230 (6) 

19970304 

Division of Ser. No. US 1979-36929, filed on 7 May 
1973, now patented, Pat. No. US 4282325 which is a 
continuarion-in-part of Ser. No. US 1977-857145, filed 
on 5 Dec 1977, now patented, Pat. No. US 4203302 which 
is a continuation-in-part of Ser. No. US 1977-802683, 
filed on 2 Jun 1977, now patented, Pat. No. US 4190496 
which IS a continuation of Ser. No. US 1977-760499, 
filed on 19 Jan 1977, now patented, Pat. No. US 4191613 
which IS a continuation-in-part of Ser. No. US 
1976-722964, filed on 13 Sep 1976, now patented, Pat. 
No. US 4067774 which is a continuation of Ser. No. US 
1974-4811)22, filed on 20 Jun 1974, now abandoned which 
IS a division of Ser. No. US 1972-304157, filed on 6 
Nov 1972, now patented, Pat. No. US 
c o n t: in u a t: :l o n - i n - p a r t of Ser. No. US 
on 14 May 1971, now abandoned 
Utility 
Granted 

Tanenholtz, Alvin E. 
Rowland, Bertram I. 
5 
1 

3486 

IS AVAILABLE FOR THIS PATENT. 

biological assay method for determining the presence of a specific 
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1971-143609, filed 



organic material by employing a modified enzyme for amplification. By 
employing receptors specific for one or a group of materials 
{hereinafter referred to as "ligands") and binding an enzyme to the 
ligand or ligand counterfeit to provide an "enzyme-bound-ligand" , an 
extremely sensitive method is provided for assaying for ligands. The 
receptor when bound to the enzyme-bound-ligand substantially inhibits 
enzymatic activity, providing for different catalytic efficiencies of 
en::^Tne-bound-ligand and enzyme-bound-ligand combined with receptor. 



The recep'tor, ligand and enzyme-bound-ligand are combined m an 
arbitrary order and the effect of the presence of ligand on enzymatic 
activity determined. Various protocols may be used for assaying for 
enzymatic activity and relating the result to the amount of ligand 
present . 

CAS INDEXItJG IS AVAILABLE FOR THIS PATENT. 
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CAS INLKXING IS AVAILABLE FOR THIS PATENT. 

AB Method and compositions are provided for performing protein binding 

assays involving a homologous pair consisting of ligand and receptor for 
the ligand. The method employs a label conjugated to a member of said 
homologous pair and a uniformly dispersed discontinuous phase of 
discrete particles in a ::ontinuous aqueous phase, where the discrete 
P'.ar tides create microenvironments which allow for discrimination 
bt.itween the label associated with the particLe--in a discontinuous 
phase- --and the label in the continuous phase. 

Various conjugates and particles are provided which find use in the 
subiect method. 
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the use C'f a novel coupling reagent of N-s uccinimidyl ( 4-iodoacetyl ) 
aminobenzoate by reacting the coupling reagent, firstly, with an 
amino-containing macromolecule , and, thereafter, with a 
sul 1 hydry I-contain i.ng enz^^Tne, the enzyme conjugate prepared in a high 
yield and of high specificity. 
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AB The invention provides herbicidally-acti ve 2 , 3-dihydro- 5 - 

c:yanoben;:of urans of the formula: ##STR1## (wherein: R.sup.l and R.sup.2 
together represent .dbd.O or R.sup.l represents hydrogen and R.sup.2 
represents hydrogen, hydroxy, alkoxy, acyloxy, al koxycarbonyloxy , 
alkyl thiocarbonyloxy, halogen, isothiocyanato, ammo, alkylamino, 
dia Ikylamino, arylammo, acylamino, al koxycarbonylamino, 
alkylthiocarbonylamino, N-bonded heterocyclyl, cyano or alkylthio; 
P. sup. 3 and R.sup.4 together represent alkylene or each represent 
hydrogen or alkyl; and R.sup.5, R.sup.6 and R.sup.7, which may be the 
same or different, each represent hydrogen, halogen, alkyl, alkoxy, acyl 
or cyano) , processes for their preparation and herbicidal compositions 
containing them. , 
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CAS INDEXING IS AVAILABLE F-jR THIS PATENT. 

AB A p'Olymer composition containing a physiologically active substance 

which can be releasea at a controlled rate is prepared by contacting one 
or more pDl^_^'Tnerizak'le monomers with the p hys iolc gi ca Ily active 
substance, m.king the rrionomers into a specific shap'e and then irradiating 
the shaped article with light or an ionizing radiation at a low 
temperature below rocm temperature to f-olymerize the f> flymen zable 



moncmers . 
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PATENT INFORMATION: US 4287300 19810901 <- 

APPLICATION INFO.: US 1979-61099 19790726 (6) 

DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for determining a member of a specific binding pair-ligand and 

receptor ( ant i ligand ) . Reagents employed include a first modified member 
which provides an electrical field due to the presence of a plurality of 
ionic charges and a second modified member labeled with a component of a 
signal producing system, which system may have one or more components. 
The average proximity in the assay medium of the first and second 
modified members is related to the amount of analyte, where the observed 
signal from the signal producing system is related to the effect of the 
electrical field on the signal producing system. 



Also, compositions are provided, as well as reagents, in predetermined 
rat:ios for optimizing the signal response to variations in analyte 
concentration . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Sep 1976, now patented, Pat. No. US 4067774 which is a 
cont:inuatxon of Ser. No. US 1974-481022, filed on 20 
Cun 1974, now abandoned which is a division of Ser. No. 
US 1972-304157, filed on 6 Nov 1972, now patented, Pat. 
No. US 3852157 which is a continuation-in-part of Ser. 
No. US 1971-143609, filed on 14 May 1971, now abandoned 
And a continuat ion-in-r art of Ser. No. US 1977-802683, 
filed on 2 Jun 1977, now patented, Pat. No. US 4190496 
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DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
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NUMBER OF CLAIMS: 
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filed on 19 Jan 1977, now patented, Pat. No 
which is a continuation-in-part of Ser. No. 
Utility 
Granted 
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US 4191613 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AS Novel biological assay method for determining the presence of a specific 

organic material by employing a modified enzyme for amplification. By 
employing receptors specific for one or a group of materials 
{hereinafter referred to as "ligands") and binding an enzyme to the 
ligand or ligand counterfeit to provide an "enzyme-bound-ligand" , an 
extremely sensitive method is provided for assaying for ligands. The 
receptor when bound to the enzyme-bound- ligand substantially inhibits 
enzymatic activity, providing for different catalytic efficiencies of 
enzyme-bound-ligand and enzyme-bound-ligand combined with receptor. 

The receptor, ligand and enzyme-bound-ligand are combined in an 
arbitrary order and the effect of the presence of ligand on enzymatic 
activity determined. Various protocols may be used for assaying for 
enzymatic activity and relating the result to the amount of ligand 
present . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Method and compositions are provided for performing homogeneous 

immunoassays. The method involves having a signal producing system, 
which provides a detectable signal, which system includes a 
macromolecular memt>er. The determination of the analyte, which is a 
member of a specific binding p-air consisting of a ligand and its 
homologous receptor, is performed by creating an extensive matrix in the 
assay medium by having in the assay medium in addition to the analyte, 
ligand labeled with one of the memb^ers of the signal producing system, 
antiligand either present as the analyte or added, a pol^'valent receptor 
for antiligand, the macrc^molecula r memb^er C'f the signal p'roducing 
system, and any additional members of the signal producing system. The 
lab'elea ligand, antiligand, and pol^/valent receptor for the antiligand 
create a matrix which modulates, e.g. inhikdts, the apprcach of the 
macromolecular memb-er ot the signal produ::ing system to the labeled 
ligand. The extent and degree of formation of the matrix is dep'endent 



upon the concentration of the analyte in the medium. By comparing the 
signal from an assay medium having an unknown amount of analyte, with a 
signal obtained from an assay medium having a known amount of analyte, 
the amount of analyte in the unknown sample may be determined 
qualitatively or quantitatively. 

P^its are provided having predetermined amounts of the various reagents 
to allow for enhanced sensitivity of the method. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Somatostatin (SS) is modified to incorporate a crarbohydrate moiety in 



the peptide chain by linkage to either Asn, Ser or Thr. The modi f led SS 
peptide analog may have the formula: ##STR1## wherein R.sub.l is 
prefer ably a hexose or amino -hexos e , such as glucose or 
N-acetylglucosamine . Alternatively, the carbohydrate can be linked to 
Ser or Thr by an ether bond. Such glycosomatostatins have an extended 
biological half-life compared to the parent peptide and substantially 
the same potency. Modifications and substitutions with respect to other 
ammo acid residues in the chain can be made in the glycopeptides , for 
the purpose of increasing the effectiveness of SS analogs in other ways, 
and such increased effectiveness is a characteristic of the 
glycosomatostatin along with its longer-acting biological effect. 



CAS INDEXirJG IS AVAILABLE FOR THIS PATErJT. 
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Rowland, Bertram I . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Method and compositions are provided for performin^g protein binding 

assays involving a homologous pair consisting of 1 Lgand and receptor for 
the ligand. The method employs a label conjugated to a member of said 
homologous pair and a uniformly dispersed discontinuous phase of 
discrete particles m a continuous aqueous phase, where the discrete 
particles create microenvironments which allow for discrimination 
between the label associated with the particie--in a discontinuous 
phase--and the lat^el in the continuous phase. 

Various conjugates and particles are provided which find use in the 
subject method. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention concerns an improved process for the manufacture of 



cys tine-containing peptides from cys teine-containing aminoacid sequences 
whose mercapto groups are protected by trityl groups, wherein the 
S-trityl cysteine -containing sequences are directly oxidized with iodine 
to yield the cystine disulfide bond. 

CAS INCiEXING IS AVAILABLE FOR THIS PATENT. 
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Piperazine derivatives of the general formula ##STR1## wherein R.sub.l 
-R.sub.9 are the same or different and each represents a hydrogen or 
halogen atom or a lower alkyl or lower alkoxy group, n is 2 or 3 and X 
represents a group (CH.sub.2) .sub.m (in which m is 1, 2, 3 or 4) or a 
group --CH.sub.2 --CH.dbd.CH--, having methylene linked to the 
piperazine group, and acid addition and quaternary ammonium salts 
thereof, are described. 

The compounds exhibit a strong specific dopaminergic activity. 

Also described are methods for their preparation and use as therapeutic 
agents in the form of therapeutic compositions. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB 3-halo- and 3-lower al koxy- trichlorcmethylpy ridazine compounds are 

disclosed as fungicides. 
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AB The invention provides herbicidally-active 2 , 3-dihydro-5- 

cyanoben::of urans of the formula: ##STR1## (wherein: R.sup.l and R.sup.2 
together represent .dbd.O or R.sup.l represents hydrogen and R.sup.2 
represents hydrogen, hydroxy, alkoxy, acyioxy, al koxycarbonyloxy, 
al kyl thiocarbonyloxy, halogen, isothiocyanato, amino, alkylamino, 
d.ialkyiamino, arylammo, acylamino, al koxycarbonyiamino, 
alkylthiocarbonylamino, N-bonded heterocycl yl , cyano or alkylthio; 
P. sup. 3 and R.sup.4 together represent alkylene or each represent 
hydrogen or alkyl; and R.sup.5, R.sup.6 and R.sup.7, which may be the 
same or different, each represent hydrogen, halogen, alkyl, alkoxy, acyl 
or cyano), processes for their preparation and herbicidal compositions 
containing them. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING :S AVAILABLE FOR THIS PATENT. 

Novel somatostatin analogs exhitdting high acti\dty m inhibiting 



Drawing Page ( s ] 



insulin glucagon and growth hormone secretion are 

depicted t)y the formula: ##STPi## and pharmaceut i cally acceptable acid 
addition salts thereof. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB N'ovel eniiyme conjugates useful in immunoassay methods are prepared with 

the use of a novel coupling reagent of N- succinimidyl ( 4 -iodoacet yl ) 
ammobenzoate by reacting the coupling reagent, firstly, with an 
amino-containing macromolecule, and, thereafter, with a 
sul f hydryl-containing enzyme, the enzyme conjugate prepared m a high 
yield and of high specificity. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT, 
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THIS PATENT. 

herbi cidall y-a i::t i ve sulphonates of the fc-rmula 
rer'iesents a group --CHF..sup.3 --<jR.sup.4 and Y 
--C'P . suf' . 5 , 3r X and Y tc^gether represent a -group 



- -irHF: . sup . 3 --0-- or a group' 
atcm of which is attached to 
F.suf'.3, which may be the sam.e or different, each represent hydrogen or 



--CHR.sup.3 --0--Z--0--, the free oxygen 
:he benzene ring; R.sup.l, R,suf'.2 and 



C 1 to 6 alkyl, or R.sup.l and R,sup.2 together or R.sup.2 and R.sup.3 
together form a C 3 to 6 alkyiene chain; R.sup.4 and R.sup.5, which may 
be the same or different, each rep^resent hydrogen, C 1 to 6 alkyl, C 2 
to 6 alkenyl, C 2 to 6 alkynyl, phenyl, a group - -C { . dbd . 0 ) R . sup . 1 0 or 
group' --SO. sub. 2 R. sup. 11 ; R.sup.6, R.sup-.T and R.sup.8, which may be 
the same or different, each represent hydrogen, C 1 to 6 alkyi, halogen 
cyanc , C 2 to 6 cart^oxylic acyl, or C 1 tC' 4 alkoxy; R.sup>.9 represents 
C 1 to 6 alkyl, phenyl or C 7 to 10 phenylalkyl (each of which may be 
unsubs ti tuted or suk'Stituted by one or more chlorine or bromine atoms, 
1 to 4 alkyl groups, C 1 to 4 alkoxy groups or nitro groups), C 5 to 7 
cycloalkyl, C 1 to 4 alkylamino, or dialkylamino wherein each alkyl 
moiety has from 1 to 4 carbon atoms; R. sup. 10 represents C 1 to 6 alkyl 
or alkoxy, C 2 to 6 alkenyl or alkenyloxy, C 2 to 6 aikynyl or 
alkynyloxy, phenyl, phenoxy, phenylamino, C 1 to 6 alkyiam.ino or 
dialkylamino wherein each alkyl moiety has from 1 to 6 carbon atoms, 
each of the groups which R. sup. 10 may represent being unsubs ti tuted or 
substituted by one or more halogen atoms or C 1 to 4 alkoxy groups; 
R. sup. 11 represents C 1 to 6 alkyl, phenyl, C 1 to 6 alkylamino or 
dialkylamino each of the alkyl moieties thereof having from 1 to 6 
carbon atoms, each of the groups which R. sup. 11 may represent being 
unsubstituted or substituted by one or more halogen atoms or C 1 to 4 
alkoxy groups; Z represents a group of formula - - S ( . dbd . 0 ) n , --CR.sup.l 
R. sup. 13 or --P(.dbd.Q) ( OR . sup . 1 4 ) ; n represents 1 or 2; R. sup. 12 and 
R. sup. 13, which may be the same or different, each present hydrogen, C 
to 6 alkyl or alkoxy, C 2 to 6 alkenyl or aikynyl, phenyl, phenoxy, 
cyano or (C 1 to 6 a 1 koxy ) carbonyl , or R. sup. 12 and R. sup. 13 together 
represent an oxygen atom, a sulphur atom, a C 3 to 6 alkyiene chain or 
C 1 to 6 alkylimino group or a phenylimino group; and R. sup. 14 
represents C 1 to 6 alkyl; and Q represents oxygen or sulphur, together 
with processes for their preparation and herbicidal compositions 
containing them. 

CAS INDEXING IS AVAILABLE FOR TFilS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB r;ovel enzyme conjugates useful in immunoassay methods are prepared with 

the use of a novel coupling reagent of N-s uccinimidyl ( 4 - i odoacetyl ) 
aminobenzoate by reacting the coupling reagent, firstly, with an 
amino- containing macromo iecul e , and, thereafter, with a 
sul f hydryl-containm J enzyme, the enzyme conjugate p)repared in a high 
yield and of high specificity. 

CAS INDEXING IS AVAILABLE FOP THIS PATENT. 
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US 1972-304157, filed on 6 Nov 1972, now patented, Pat. 
No. US 3852157 which is a continuation-in-part of Ser. 
No. US 1971-143609, filed on 14 May 1971, now abandoned 
which IS a continuation-in-part of Ser. No. US 
1977-802683, filed on 2 Jun 1977, now patented, Pat. 
No. US 4190496 which is a continuation of Ser. No. US 
1977-760499, filed on 19 Jan 1977, now Defensive 
Publication No. which is a continuation of Ser. No. US 
1976-722964, filed on 13 Sep 1976, now Defensive 
Publication No. 
Utility 
Granted 

Tanenholtz, Alvin E. 
Rowland, Bertram I. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel biological assay method for determining the presence of a specific 

organic material by employing a modified enzyme for amp^li f ication . By 
employing receptors specific for one or a group of materials 
(hereinafter referred to as "ligands") and binding an enzyme to the 
Ixgand or ligand counterfeit to provide an "enr.^Tae-bound-ligand" , an 
extremely sensitive method is provided for assaying for ligands. The 
receptor when bound to the enzyme-bound-l igand substantially inhibits 
enzymatic activity, pjroviding for different catalytic efficiencies of 
enzyme-bound-ligand and enzyme-bound- 1 igand coml'ined with receptor. 

The receptor, ligand and enzyme-bound- ligand are combined in an 
arbitrary order and the effect of the presence of ligand on enzymatic 
activity determined. Various p^rotocols may be used for assaying for 
enzymatic activity and relating the result to the amount of ligand 
present . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Utility 
Granted 
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DATE 

19761214 



LEGAL REPRESENTATIVE: Burns, Robert E,, Lobato, Emmanuel J., Adams, Bruce L. 
NUMBER OF CLAIMS: 13 
EXEMPLARY CLAIM: 1,10 
LINE COUrJT: 611 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Piperaiiine derivatives of the general formula ##STR1## wherein R.sub.l 

-R.sub.9 are the same or different and each represents a hydrogen or 
halogen atom or a lower alkyl or lower alkoxy group, n is 2 or 3 and X 
represents a group ( CH . sub . 2 } . sub . m (in which m is 1, 2, 3 or 4) or a 
group ---CH.suhi.2 - -CH . dbd . C?I-- , having methylene linked to the 
pip^eraiiine group, and acid addition and quaternary ammonium salts 
thereof, are described. 

The compC'Unds exhibit a strong specific dopaminergic activity. 

Also described are methods for their preparation and use as therapeutic 
agents m the form of therapeutic compositions. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Utility 
Granted 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The subject invention concerns novel compositions for use in 



PATENT INFORMATION: 
APPLICATION INFO. : 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



immunoassays, as well as immunoassays employing such novel compositions. 
The compiositions comprise discrete charged colloidal particles comprised 
of small molecules which particles are capable of retaining their 
discrete character in an aqueous medium and composed of aggregates of 
lipopihilic and/or amphiphilic organic molecules to which are bound 
non- covalently a label capak'le of producing a detectible signal and a 
ligand or an analog of the ligand capable of competing with a ligand for 
a ligand receptor. The discrete colloidal particle serves as a hub or 
nucleus for retaining the ligand or its analog and the label within a 
limited locus. 



The cc'mposi tions are prepared by individually covalently bonding the 
ligand and the label, when not naturally lipophilic, to a lipophilic 
(includes amphiphilic) compound, normally a pihospholipid . I'ep'ending upon 
the nature of the particle, the amphip'hilic conjugated ligand and label 
are cc^ml'lned with the particle or alternatively may be combdned with the 
CDmp^C'Unds employed for p-reparing the p^article under particle forming 
conditions. Particles are then obtained having the analog of the ligand 
and the label bound to the p^article. 

The ccmp'OSitions fina use in immunoassays where an interaction between 
the label and recep'tcr p^r^vides a means for modulating a detectible 
signal. The interaction can be as a result of quenching or modificaticn 



of fluorescence, where the label is a fluoresce r, steric inhibition of 
the approach of a signal modifier to the label, such as a label receptor 
or with an enzyme label, an antienzyme or enzyme inhibitor, the 
inhibition of cleavage of an enzyme labile bond or the cooperative 
interaction of two labels, such as two enzymes, where the product of one 
enzyme is a substrate of another enzyme . 

CAS INDEX I:JG IS AVAILABLE EOR THIS PATENT. 
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patented, Pat. No. US 3852157 which is a 
continuation-in-part of Ser. No. US 1971-143609, filed 
on 14 May 1971, now abandoned 
Utility 
Granted 

Tanenholtz, Alvin F. 
Rowland, Bei'tram I . 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Novel biological assay method for determining the presence of a specific 
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organic material by employing a modified enzyme for amplification. By 
employing receptors specific for one or a group of materials 
(hereinafter referred to as "ligands") and binding an enzyme to the 
ligand or ligand counterfeit to provide an "enzyme-bound-ligand" , an 
extremely sensitive method is provided for assaying for ligands. The 
receptor when bound to the enz^nnie-bound- ligand substantially inhibits 
enz;;Tnatic activity, providing for different catalytic efficiencies of 
en z^jTue -bound- ligand and enzyme -bound - ligand combined with receptor . 

The receptor, ligand and enzyme -bound -ligand are comtaned in an 
arbitrary order and the effect of the presence of ligand on enz'/matic 
activity determined. Various protocols may be used for assaying for 
enz;^7natic activity and relating the result to the amount of ligand 
present . 



The subject method may also be used for determining receptors, emj'jloying 
the same procedure, except fc^r not including recep'tor as a reagent. 



CAS INDEXING IS AVAILABLE FOP THIS PATENT. 



d 1440 1-146 ibib abs 



L4 4 0 A1J3WER 1 OF 14 6 USPATFULL 



ACCESSIOri NUMBER: 

t:tle: 

inventor (s: : 
patent assignee ( s) : 



1998 : 87247 USPATFULL 

Delivery systems for pharmacological agents 
encaf)su Lated with protemoids 

Steiner, Solomon, Mt , P^isco, NY, United States 
Rosen, Robert, Rochester, NY, United States (4) 
Emisp>here Technologies, Inc., Hawthorne, NY, United 
States (U.S. corporation) 







NUMBER 


KIND DATE 




PATENT INF0R14ATI0N : 


US 


35862 


19980728 






US 


4925673 


19900515 


( Original ) 




WO 


8801213 


19880225 


<■ — — 


APPLICATION INFO. : 


US 


1994-252979 


19940602 


(8) 




US 


1987-98027 


1 9 8 7 1] 8 1 4 


( Original ) 
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DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CIAIMS : 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods are described for targeting the release of an active 

pharmacological agent m an animal k^y administering that agent 
encapsulated in proteinoid microspheres which are stable to the 
environment encountered from the point of introduction until they 
migrate to the targeted body organs, fluids or cells and are there 
unstable. Orally administered delivery systems for insulin, heparin and 
physostigmine utilize encapsulating microsp'heres which are predominantly 
of less than about 10 microns in diameter and pass readily through the 
gastrointestinal mucosa and which are made of an acidic proteinoid that 
Ls stable and unaffected by stomach enz^ines and acid, but which releases 
the microencapsulated agent in p'ha rma<:ol ogicall y a::tive form m the near 
neutral blood stream. Basic proteinoid microspheres encapsulating a 
dopamine redox carrier system are administered m t:he weakly basic, 
where they are stable, and then enter the blood stream, where the 
encapsulated agent is similarly released. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INE'EXING IS AVAILABLE FOR THIS PATENT. 

AB. A sialic acid derivative having an active carbonyl group represented by 

the formula [I]: *^^STR1## wherein R.sup.l represents hydrogen or acetyl 
group; R.sup.2 represents hydrogen, a metal or a lower alkyl group; 
R.sup.3 represents hydrogen, hydroxyl gorup', or a residue removed 
hydrogen from an alcohol portion of an active ester; Ac represents 
acetyl group; and n is 1 to 20, respectively. This sialic acid 
derivative [I] can be utilized as a starting material for various 
comp'lex having a sialic acid in the molecule since it has an active 
carbonyl group in the molecules so that it shows high reactivity. 

CAS INE'EXING IS AVAILABLE FOR THIS PATENT. 
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4 Drawing Fiqure(s); 2 Drawing Page(s) 
843 

CAS inde:xing is available for this patent. 

AB Biodegradable absorption enhancers, especially useful in pharmaceutical 

formulations, are compounds having the formula ##STR1## wherein R is 
hydrogen, C.sub.I -C.sub.7 alkyl, benzyl or 4 -hydroxybenzyl ; n is a 
whole numker from 4 to 1 8 inclusive; R.sub.l and R.sub.2 are 
independently selected from hydrogen and C.sub.I -C.sub.7 alkyl, or 
R.sub.l and R.sub.2 together with the nitrogen atom to which they are 
attached are combined to fc^rm a substituted or unsubs tituted 
hete r Dcyc I 3al kyl radical having a total of 5 to 7 ring atoms, optionally 
in::luding a hetero ring atcm selected fri^m oxygen, sulfur and nitrogen 
in additit-n to the indicated nitrogen att^m, the substituents when 
present being one to three C.sub.I -C.sul:'.7 alkyl radicals, which may be 
the same z^r different; and R.sub.3 and R.sub.4 are independently 
selected from hydrogen, m^ethyl and ethyl. 



CAS INDEXiriG IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

Substantially anhydrous pharmacological agents microencapsulated within 



protective hollow pirotemoid microspheres are produced by contacting an 
aqueous mixture of such agent with an insoluble prDteinoid and 
lyophilizing the resulting microspheres. Such encapsulation and 
dehydration results in a free flowing powder that has a long shelf life 
under naturally occurring temperature conditions and that quickly 
reabsorbs water without damage to the capsular wall. Gas trointes tinally 
labile or poorly ak'Sorbed agents, such as insulin, heparin or dopamine 
redox carrier system, which are so microencapsulated in protective 
microspheres are rapidly rehydrated by body fluids in the 

gastrointestinal tract. Those microspheres having a diameter of about 10 
microns or less penetrate the gastrointestinal mucosa and release the 
agent :.nto the bloodstream in physiologically active form. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB New aspartic acid derivatives include N- . al pha . - t-butoxycarbonyl- 

asfartic acid- . beta . -2-adamantyl es ter - . a If'ha . -t^en z yl ester, 
N- . alpha . -t-t utoxycarbonyl-aspart i c acid- . k eta . -2-adamantyl ester and 
k en::yloxycarl: onyl-aspar tic acid- . be ta . - 2-adam.ant yl ester-. alpha.- benzyl 
ester. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods useful for the prevention or treatment of a 

human or animal disorder or for the regulation of the human or animal 
physiological condition are provided. The compositions used comprise, in 
admixture, a biologically-effective amount of a drug specific for the 
disorder or condition and a biocompatible, water-soluble, amphiphilic 
sterc'id, other than a natural bile salt, which is capable of increasing 
drug permeability of the human or animal body surface across which the 
drug IS to be administered, in an amount effective to increase the 
permeability of the surface to the drug. 

CAS INE'EXING IS AVAILABLE FOR THIS PATENT. 
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A3 A delivery device is disclosed for delivering a beneficial agent to an 

animal. The device comprises a wall housing an internal space, a 
beneficial agent in the sp^ace, expandable means in the space for causing 
the beneficial agent to be delivered from the device and means in the 
space tor shielding the beneficial agent from fluid. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention is 2 , 3-methanoprol me , derivatives thereof, and 

biologically active molecules incorporating 2 , 3-methanoproline . These 
compounds are useful as inhibitors of ethylene piroduction in plant 
material, and as synthetic analogs of biologically active molecules. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING 
AB 



IS AVAILABLE FOR THIS PATENT. 
The invention pertains to a single polypeptide chain binding molecule 
which has binding specificity and affinity substantially similar to the 
binding specificity and affinity of the light and heavy chain aggregate 
variable region of an antibody, to genetic sequences coding therefor, 
and to recombinant DNA methods of producing such molecule and uses for 
such molecule. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT 



L440 ANSWER 10 OF 146 USPATFULL 



ACCESS DOrJ NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 



90: 44 565 USPATFULL 

Immobilized artificial membranes 

Pidgeon, Charles, West Lafayette, IN, United States 
Purdue Research Foundation, West Lafayette, IN, United 
States (U.S. corporation) 



NUMBER 



KIND 



DATr 



PATENT INFOF'MATION: 
APPLICATION INFO. : 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CIAIMS : 
EXEMPLARY CLAIM: 
NUMBER OF DF'AWINGS : 
LINE COUNT: 



US 4931498 

US 1988-160196 

Utility 

Granted 

?Cight , III, John 
Nutter, Nathan M. 
Barnes & Thornburg 
S7 
I 

12 Drawing Figure (s) 
L500 



19900605 
19880225 



;7) 



6 Drawing Page(s) 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods and materials are described for the preparation of novel 

immobilized membrane compositions. The described compositions are useful 
for evaluating membrane association charcteris tics of chemical 
comp'Ounds, and as a chromat ograp'h i c support material for 

separation/purif i'::ation of biomolecules and particularly those expressed 
by genetically transformed cells as novel hybrid proteins having 
covalently bound membrane-binding peptides. Novel phospholipid 
carboxylates are useful intermediates for the preparation of 
chromatography supports having surfaces formed as covalently bound 
artificial membranes which simulate natural cellular membranes. The 
immobili::ed membrane compositions are adapted for use in chromatographic 
systems to study interactions of biologically active substances with 
membranes in vitro. The immobilized membranes are expected to find use 
for vaccine production, protein purification, chiral 

sep'a rations/synthesis , as a comh'inatic'n reverse phase/normal phase HPLC 
suf'port miaterial, and for drug screening. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 4 0 ANSWER 11 '.;F 14 6 USPATFULI 



ACCESS D?N NUMBER: 
TITLE: 

INVENTC-R (S) : 

PATENT ASSIGNEE (S) : 



^0 : 38246 USPATFULL 

Delivery systems for pharmacological agents 
encapsulated with pri'teinoids 

Steiner, Solomon, Mt . Kisro, NY, United States 
Rosen, Robert, Rochester, NY, United States 
Clinical Te ::hnologie3 Associates, Inc., Elmsford, N": 
United States (U.S. corporation) 



NUMBER 



KIND DATE 



PATENT INFORMATION: 



APPLICATION INFO 



US 4925673 

WO 8&01213 

US 1937-98027 

WO 1937-US2025 



19900515 
19&80225 
19870 908 
198708 14 
19870908 
19870 9 08 

Continuation-in-part of Ser. No. 
on 18 Aug 19^6, now abandoned 
Utility 
Granted 

Page, Thurman K. 
Pvllfiatrrck & Cody 
2 3 
1 

793 



(7} 

PCT 371 date 
PCT 102 (e) date 
US 1986-897361, filed 



RELATED APPLN. INFO.: 

DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL FlEPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPIARY CLAIM: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods are descrikied tor tan^reting the release of an active 

pharmacological agent in an animal by administering that agent 
encapsulated in proteinoid mij.::rospheres which are stable to the 
environment encountered from the point of introduction until they 
migrate to the targeted body organs, fluids or cells and are there 
unstable. Orally administered delivery systems for insulin, heparin and 
pliysos tigmine utilize encap'sulat ing microspheres which are predominantly 
of less than about 10 microns in diameter and pass readily through the 
gastrointestinal mucosa and which are made of an acidic proteinoid that 
is stable and unaffected by stomach enzymes and acid, but which releases 
the microencapsulated agent m pharmacologically active form m the near 
neutral blood stream. Basic proteinoid microspheres encapsulating a 
dopamine redox carrier system are administered m the weakly basic, 
where they are stable, and then enter the blood stream, where the 
encapsulated agent is similarly released. 
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AB This invention relates to medical devices formed totally or in part from 

homopolymers or copol^iners comprising recurring carbonate moieties. 
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A sialic acid derivative having an active carbonyl group represented by 
the formula [I]: ^#STR1## wherein R.sup.l represents hydrogen or acetyl 
group; R.sup.2 represents hydrogen, a metal or a lower alkyl group; 
P.suf'.3 represents hydrogen, hydroxy! group, or a residue removed 
hydrogen from an alccihol porticin of an active ester; Ac represents 
acetyl group; and n is 1 to 20, respectively. This sialic acid 
derivative [I] can be utilized as a starting material for various 
complex having a sialic acid in the molecule since it has an active 
carbonyl group in the molecules so that it shows high reactivity. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB A f'harmaceutical composition is prepared wherein a biologically active 

conjugated protein which is . beta . -inter feron, interleukin-2 , or an 
immunotoxin is dissolved in an aqueous carrier medium without the 
presence of a solubilizmg agent. The unconjugated protein, which is not 
water-soluble or not readily soluble in water at pH 6-8 without such 
solubilizing agent, is selectively conjugated to a water-soluble polymer 
selected from polyethylene glycol homopolymers or pol yoxye thyla ted 
pol yds . 
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This invention sets forth an agent for filling bone and tooth defects. 
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for building up bone, for bone-contact layers and for the replacement of 
i:>ones and the roots of teeth, which contains calcium phosp'hate apatite 
having carbonate and alkali portions, all ions being definedly 
integrated in the crystal lattice; use is optionally made 
together with additives and/or diluents both tolerated by the body. 
Furthermore, it sets forth the use of this apatite for filling bone and 
tooth defects, for building up bone, for bone-contact layers, as a 
replacement for tones and the roots of teeth and as an implant article 
consisting compdeteiy or partially of this apatite or consisting of a 
material known for implant articles and being coated completely or 
P'artially with a layer of this af)atite. 
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A3 An analytical separation device m which a capillary sized conduit is 

formed by a channel in a semiconductor device and the channel is closed 
by a glass plate. Elec:trodes are positioned in the channel and to 
activate the motion of liquids through the conduit by electrO':?smosis . 
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AB The invention provides novel amino acids and peptides containing them 

wnich comprise a dihydropyridme . re vreact ion . pyridinium salt-type redox 
system and which provide s i te-speci f ic and sustained delivery of 
pharmairologically active peptides to the brain. These new amino acids 
cjntain a redox system app-anded directly or via an alkylene bridge to 
the carbon atom ad;]acent to the carboxyi carbon and may be incorporated 
into a peptide chain at a variety of positions, including non-terminal 
P'Ositions . 
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A bioerodible controlled drug release devi 
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croduced as a 



homogeneous polymeric matrix from a high molecular weight p'Olyanhydride 
and a suitable bi'^'logi cal 1 y active substance. I'he high molecular weight 
polyanhydride Is defined by a molecular weight greater than 20,000 and 
an intrinsic vLscjsity greater than 0.3 dl/g. The controlled drug 
release device is preferrably formed by solvent casting with the 
biologically a::tive substance and exhifc'its zero order release, improved 
correlation between t.he rate of release and pol^^er degradation, and an 
induction period between introduction to the eroding envirc^nment and the 
initial release of the biologically active substance. The contri^lled 
drug release devices are stak'le for extended periods of time, flexible 
and durable and not sub]ect to fracture and disintegration. 
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AB What are disclosed are a method for preventing the denaturation of 

proteins such as insulin in aqueous solution at interfaces by the 
addition to the solution of a sur face- active substance comprising a 
chain of alternating weakly hydrophobic and weakly hydrophilic zones, 
p>rotein solutions i::ont a i ning such a surface-active substance, methods of 
purifying proteins contained in such solutions, and methods of treating 
surfaces with such a surface-active material to prevent the denaturation 
of proteins thereon . 
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AE. A brain-sfiecif ic dopaminergic response is elicited in a patient in need 

of such treatment, e.g., a patient afflicted with Parkinson's disease of 
hyperprolactinemia, by administering thereto a therapeutically effective 
amount of preferably catechol protected dopamine tethered to a reduced, 
blood-brain barrier penetrating lipoidal form [D-DHC] of a 
dihydropyridine . revreaction . pyridinium salt type redox carrier, e.g., 
1 , 4 -dihydrotrigonellme . Oxidation of the dihydropyridine carrier moiety 
in vivo to the ionic pyridinium salt type dopamine/ car rier entity 
[D-QC].sup.+ prevents elimination thereof from the brain, while 
elimination from the general circulation is accelerated, resulting in 
significant and prolongedly sustained brain-specific dopaminergic 
acti VI ty . 
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L440 ANSWER 22 OF 146 U3PATFULL 



ACCESSION N'UMBER: 
TITLE: 

inventor ;s) : 



89 : 90821 USPATFULL 

Linker compounds, linker-compound-ligands and 
linker-- compound- receptors 

Baldwin, Thomas O., 801 Delma Dr., Bryan, TX, United 
States 77801 

Holzman, Thomas F. , 807 D Nauidad, Bryan, TX, United 
States 77801 

Satoh, Paul S., 1424 Surrey, Portage, MI, United States 
49081 

Yein, Frederick S., 907 Boswell La., Kalamazoo, MI, 
United States 49007 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 4879249 19891107 <-- 

US 1986-840187 19860317 (6) 

L)ivision of Ser. No. US 1983-469852, filed on 25 Feb 
1983, now patented, Pat. No. US 4614712, issued on 30 
Sep 198 6 
Uti : i ty 
Granted 

Mar ant 2, Sidney 



1062 

CAS INDEXING IS AVAILABLE FC'R THIS PATENT. 

AB Novel immunoassay which utilizes an enzyme linked ligand or receptor 

wherein the enzyTue is bacterial luciferase; mercantile kit useful in 
performing said immunoassay; and compounds utilized in performing said 
assay. 
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There are disclosed a novel desiccant containing anhydrous maltose and 
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dehydration of hydrous matters, e.g. food, pharmaceutical and cosmetic, 
therewith. Such hydrous matters are dehydrated without causing 
alteration or deterioration by incorporating anhydrous maltose into the 
hydrous matters to convert the anhydrous maltose into crystalline 
beta-maltose hydrate. The anhydrous maltoses usable in the invention are 
anhydrous crystalline alpha-maltose, anhydrous crystalline beta-maltose 
and anhydrous amorphous beta-maltose, specifically, those in pulverulent 
form. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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LINE COUNT: 1025 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for obtaining N-terminal methionine- free proteins involve a 

novel E. coli methionine amino peptidase. The method is capable of in 
vitro Dr in vivo application. For in vivo application, a plasmid-borne 
DNA encoding the peptide is expressed in a bacterial host. 

CAS INOEXING IS AVAILABLE FOR THIS PATENT. 



L4 4 0 ANSWER 2 5 OF 146 USPATFULL 



ACCESSION riUMBER: 
TITLE: 

INVENTOR (S; : 
PATErJT ASSIGrJEE(S) 



89: 76121 USPATFULL 

Capillary gel electrophoresis columns 
?Carger, Barry L.^ Newton, MA, United States 
Cohen, Aharon S., Brookline, MA, United States 
Northeastern University, Boston, MA, United States 
(U.S. corporation) 



NUMBER 



KIND 



EATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. : 

DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 4865707 19690912 <-- 

US 1988-143442 19880112 (7) 

Continuation-in-part of Ser. No. US 1986-921311, filed 

on 21 Oct 1986 

Utility 

Granted 

Niebling, John F. 
Starsrak, Jr., John S. 

Wemgarten, Schurgm, Gagnebin & Hayes 
4 0 

3 9 

4 Drawing Figure (s); 4 Drawing Page(s) 
97 0 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An improved microcapd 1 lar y column for high performance electrophoresis 

includes a microcapi 11 ary , a hydrophilic polymer within a gel of 
crosslinked polyacrylamide pol^Tnerized in the tube, and preferably, a 
thin layer of connecting material covalently bonded to the inner surface 
of t,he microcapillary wall and to the polymeric gel. The microcapillary 
is prepared by first covalently bonding a suitable bifunctional reagent 
to the inner surface of the microcapillary wall, and then causing a 
mixture of the hydrophilic pol^Tner, monomer, crosslinking agent, and 
P'Ol ^Tueri zation catalyst to rea<rt in the bore of^ the microcapillary to 
form a hydrophilic pol ^/me r-contaming gel matrix which is covalently 
t'onded to the microcapillary wall via the kii functional reagent. In 
electrophoresis, this imprc'Ved gel-containing microcapillary can provide 
peak efficiencies in excess of 100,000 theoretical plates within 
sep'aration times of less than thirty minutes, piermits trace level 
determinations of molecular weights, and permits elect rophoretic 
operation at fields of 1000 V/cm or higher, resulting in extremely high 
resolution separations . 
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AB A biological delivery system particularly suited for delivery of protein 

C'i^mpounds to animals and humans is disclosed. The system uses a 
producing microbe itself after suitable treatment by chemical and/or 
physi'-jal means. The product being delivered is contained within the 
treated microbial cell; it is piroduced intracellularly by a homologous 
(native) gene. 
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Methods and compositions are described for the ^'reparation of 



a Ipha -tocopherol vesicles, the bilayers of which comprise a salt form of 
an organic acid derivative of alpha- tocopherol such as the Tris salt 
form of alpha- tocop'herol hemisuccinate . The method is rapid and 
efficient and does not require the use of organic solvents. The 
a Ipha- tocop'herol vesicles may fc^e used to entrap compounds which are 
insoluble in aqueous solutions. Such preparations are especially useful 
for entrapping bioactive agents of limited solubility, thus enah'lmg 
a'dm: n.i st r at ion in vivo. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A delivery device is dxsclosed for delivering a beneficial agent to an 

animal. The device comprises a wall housing an internal space, a 
beneficial agent in the space, expandable means in the space for causing 
the beneficial agent to be delivered from the device and means in the 
space for shielding the beneficial agent from fluid. 
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AB The present invention discloses a novel method for isolating Pl^A from 

biC'loglcal tissue samf'les and a novel solvent adapted for use in the 
disclosed method. The method employs a single extraction using the 
solvent containing guanidinium and phenol. The solvent is stat'le for 
about one month at r :;om temperature without any af-preciable phenol 
oxidation or decomposition. Application of the disclosed method and 
solvent to a biologi^ral tissue sample results in the isolation of a high 
yield of RNA m a suk'S tantially pure and undegraded form. The whole 
procedure can be comfdeted in three hours, much more quickly than other 
p rocedures . 
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A liposome composition designed for enhanced binding to mucosal tissue. 
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The liposomes contain about 10-40 mole percent of an amine-derivatized 
lipid component in which a charged amine group is spaced from a lipid 
P'olar head region by a carh'on-containmg spacer arm at least 3 atoms in 
length. The liposomes preferably have a close packed lipid structure 
produced by inclusion of between 20-50 mole percent of cholesterol or an 
amine-derivatized cholesterol, and/or phosp'holipids with predominantly 
saturated acyl chain moieties. For ophthalmic use, the liposomes may be 
suspended m an aqueous medium containing a high-viscosity polymer, to 
enhance further the retention of liposomes on a corneal surface. 
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Disclosed herein are derivatives of 5- (lower al kyl) - 7 -ami no-2 , 3 -dihyd ro- 
1 , 4-phthalazinedicne having substituents on the ammc' group. The 
derivatives have luminescent properties which render them useful as 
analytical tools in mimical chemistry. Adaptation of the derivatives 



for luminescent immunoassay provides valuable reagents and assays with 
outstanding sensitivity. 
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AB A novel dehydration method using anhydrous glycosyif ructose as the 

desiccant is disclosed. Anhydrous glycosyif ructose is converted to the 
crystalline hydrate and acts as the desiccant when incorporated into a 
hydrous matter. Natural saccharides such as palatinose, raffinose, 
erlose, and melezitose can be used. The dehydration is applicable to 
hydrous m.atters, such as those of foods, pharmaceuticals, cosmetics, and 
their materials and intermediates. 
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AB A kit for use in the treatment of osteoporosis is disclosed. The kit 

comprises a bone cell activating compound, a bone resorption inhibiting 
f'Ol yphosp'honate , and a nutrient supplement or placebo, for sequential 
administration . 
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AB A novel dehydration process using anhydrous aldohexose as the desiccant 

IS disclosed. Anhydrous aldohexose is converted to crystalline hydrate 
and acts as the desiccant when it is incorporated into a hydrous 
substance. Natural sa'^charides such as glucose, galactose, and mannose 
are suitable for the aldohexose. The dehydration is applicable to 
hydrous m.atters, such as those of foods, pharmaceuticals, cosmetics, and 
their materials and intermediates. 
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AB A novel series of articles useful as medical devices, xmplants and 

protheses are provided which utilize p dI y { iminoca rbonate ) polymeric 
matrices. These articles are biocompatible, have excellent mechanical 
prof'erties and degrade into non-toxic residues after introduction in 
vivo. The articles may be formed in any desired dimensions and 
configuration and may take specific shape as biodegradable sutures or as 
orthopedic appliances such as bone plates and the like. 
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HIS PATENT. 

Guanidme hydrochloride (GCl) is used to remove excess sodium dodecyl 
sulfate (SDS) from SDS-solubili zed protein solutions, and particularly 
from SDS-solubili zed inclusion body solutions, GCl is added to the 
solution containing SDS to induce the formation of a GC1-SD3 complex 
(GE»S) which, when allowed to precipitate, can easily be removed by 
cent r i f ugation, filtration, or other suitable means. 
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CAS INDEXING IS AVAILABLE FOF THIS PATENT. 

AB Disclosed are polym.er blends cc^ntaining a manor amount of cellulose 

acetate and a major amount z-t rellulose acetate phthalate, cellulose 
acetate trimellitate or celluli'Se acetate su::cinate. The blends have 



reverse phase morphology, that is, the minor component forms a 
continuous phase. The bLends are useful for zero-order controlled 
delivery of bioactive agents such as pharmaceutical and agricultural 
chemicals . 
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AB What are disclosed are a method for preventing the denaturation of 

proteins such as insuliri m aqueous solution at interfaces by the 
addition to the solution of a surface-active substance comprising a 
chain of alternating weakly hydrophobic and weakly hydropholic zones, 
protein solutions containing such a surface-active substance, methods of 
purifying proteins contained in such solutions, and methods of treating 
surfaces with such a surface-active material to prevent the denaturation 
of proteins thereon. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A pharmaceutical composition is prepared wherein a biologically active 

conjugated protein which is . beta . -inter feron, inter leukin-2 , or an 
immunotoxin is dissolved in an aqueous carrier medium without the 
presence of a solubili ::ing agent. The unconjugated protein, which is not 
water-soluble or not readily soluble in water at pH 6-8 without such 
solubilizing agent, is selectively conjugated to a water-soluble polymer 
selected from polyethylene glycol homopol'ymers or polyoxyethylated 
P'Ol yols . 

CAS INL'EXII:G is available FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

A method for treating or preventing osteoporosis utilizing a cyclic 



regimen comprising alternating for two or more cycles the administration 
of a bone resorption inhibiting polyphosphonate and a no treatment 
(rest) period. Further disclosed is a kit for use in implementing this 
m.ethod of treatment. 



CAS INI'EXING IS AVAILABLE FOR THIS PATENT. 
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CAS INF.'EXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods useful for the prevention or treatment of a 

human or animal disorder or for rhe regulation of a human or animal 
^'hys iological condition are provided. The compositions used comprise, in 
admixture, a biologically-effective amount of a drug specific for the 
disorder or condition and a biocompatible, water ~so Luble, amphiphilic 
steroid, other than a natural bile salt, which is capable of increasing 
drug permeability of the human or animal body surface across which the 
drug is to be administered, in an amount effective to increase the 
permeability of the surface to the drug. 

CAS INC'EXING IS AVAILABLE FOR THIS PATENT. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

A brain-specific dop..iminergi c respc^nse 



10 firawmg Page f s ! 



is elicited In a patient m need 



of such treatment, e.g., a patient afflicted with Par:<LnsDn's disease of 
hyperprolactinemia , by administering thereto a therapeutically effective 
amount of preferably catechol r rotected dopamine tethered to a reduced, 
h lood-l-irain barrier penetrating litoidal form [D-DH':] of a 



dihydropyridine . revreaction . pyridinium salt type redox carrier, e.g., 
1 , 4 -dihydrotrigonelline . Oxidation of the dihydropyridine carrier moiety 
m vivo to the ionic pyridinium salt type dopamine/carrier entity 
[D-QC].sup.+ prevents elimination thereof from the brain, while 
elimination from the general circulation is accelerated, resulting in 
significant and prolongedly sustained brain-specific dopaminergic 
act 1 VI ty . 

CAS INDEXrrJG IS AVAILABLE FOF: THIS PATENT. 



L4 4 0 AIJSWSK 4 3 OF 146 
ACCESS I OIJ L'UMBER: 
TITLE: 



INVENTOR (S) 



PATENT ASSIGNEE (S) 



USPATFULL 
87 : 74973 USPATFULL 

Expre^ssion vector carrying a gene coding for a 
phosphate-binding protein, a method for preparing the 
same and a method for preparing the same and a method 
for producing a polypeptide using the same 
Nakata, Atsuo, Toyonaka, Jap^an 
Shinagawa, Hideo, Minoo, Jap^an 

The P.esearch Foundation for Microbial Diseases of Osaka 
University, Osaka, Japan (non-U. S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



US 4703005 

US 1983-501559 



KIND 



DATE 



19871027 
19830606 



(6) 



NUMBER 



DATE 



PRIORITY IN'FORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT F.X7\MINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF L'RAWINGS: 
LINE COUNT: 



JP L982-96775 19820604 

Utility 

Granted 

Wiseman, Thomas G. 
Maurey, Karen 

Armstrong, Nikaido, Ma rmelstem & Kubovcik 

7 

I 

2 Drawing Figure (s); 2 Drawing Page ( s ) 
1100 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An expression vector carrying a gene codim^ for a phosphate-binding 

protein has been found to have a strong gene expression. The expression 
vector can be produced by transforming a bacterium belonging to 
Enterobacteriaceae with a recomiuinant vector carrying a DNA fragment 
containing a gene coding for a phosphate-binding protein to form 
t ransf orm.ants , selecting the trans formants containing the desired 
recombinant vector from said trans formants , and isolating the desired 
recombinant vector from the selected trans formants . The expression 
vector is useful for producing polyp^ept ides . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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':AS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A process is provided for the preparation of magnetic particles to which 

a wide variety of molecules may be coupled. The magnetic particles can 
be dispersed m aqueous media without rapid settling and conveniently 
reclaimed from media with a magnetic field. Preferred particles do not 
become magnetic after application of a magnetic field and can be 
redispersed and reused. The magnetic particles are useful in biological 
systems j.nvolving separations. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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The invention relates to a novel prC'cess for the preparation of 
2-bromo- . alpha . -e rgocryptine and its acid addition salt by brominating 
. alp'ha . -ergocryp 1 1 ne in such a way that the bromination is carried out 
at loom temperature h^y using a dimethylsulphoxide-hydrogen bromide 
mixture containin-T no more 0 . 02 - of water and, if desired, converting 
the thus- obtained 2 -br omo- . a Ipha . - er goc rypt ine to an acid addition salt 
in a known manner. 
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CAS INDEXIN'G IS AVAILABLE FOR THIS PATENT. 

AB A process is provided for the preparation ot magnetic particles to which 

a wide variety of molecules may be coupled. The magnetic particles can 
be c.ispersed m aguec'us media without rapid settling and conveniently 
reclaimed from media with a magnetic field. Preferred p^articles do not 
t'ec'^me magnetic after ap'plication of a magnetic field and can be 



redispersed and reused. The ma^gnetic particles are useful in biological 
systems involving separations. 



CAS INLiEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INIiEXING IS AVAILABLE FOR THIS PATENT. 
AB. 



Methods are provided for the use of magnetically responsive particles in 
systems in which the separation of certain molecules, macromolecules and 
colls from the surrounding medium is desirable. The magnetically 
resp>onsive particles may be coupled to a wide variety of molecules. The 
magnetic particles can be dispersed in aqueous media without rapid 
settling and conveniently reclaimed from media with a magnetic field. 
E'referred particles do not become magnetic after application of a 
magnetic field and can be redispersed and reused. 
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L4 4 0 Al^JSWER 4 9 OF 
ACCESSlOIf NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 



146 USPATFULL 

S7 : 36197 USPATFULL 

Method for producing an active protein 
Ishida, Torao, Nagareyama, Japan 
: Asahj. ?:asei Kogyo Kabushiki Kaisha, Osaka, Japan 

{non-U. S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



US 4667017 

US 1'.^&4-64G819 



KIND 



DATE 



19870519 
19840815 



NUMBER 



DATr 



PRIORITY rJFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMAFY EX.^MINER: 
LEGAL REPRESENTATIVE: 
NUMBER C'F l^LAIMS : 



JP 1983-14802C 19830815 

Utility 

Granted 

Phillips, Delbert R. 

Birch, Stewart, Kolasch & Birch 

15 



EXEMPLARY CLAIM: 1 

LINE COUNT: 1917 

CAS INDEXING IS AVAILABLE EOR THIS 



PATENT. 



AB An active protein can be easily, safely produced by a method comprising 

providing a first peptide fragment having a first amino acid sequence 
corresponding to part of an active protein and a second peptide fragment 
having a second amino acid sequence corresponding to the remaining part 
of the active protein, at least one of said first peptide fragment and 
said second peptide fragment being one which has been obtained by 
recombinant VUA technique or has been obtained by a method comprising 
producing a predetermined peptidt^ fragment by recombinant DNA technique 
and deleting from or adding to said predetermined peptide fragment at 
it:s !f-terminus at least one amino acid residue; and linking said first 
peptide fragment at its C-terminus to said second peptide fragment at 
Its N-terminus. The method of the present invention may be practiced, 
with further advantages, by predeterming said first peptide fragment and 
said second peptide fragment so that a first occurring methionine 
residue subsequent to the N~terminal amino acid residue of the active 
protein constitutes the N-terminal amino acid of the amino acid sequence 
of said second peptide fragment, or so that an amino acid residue 
positioned near the first occurring methionine residue subsequent to the 
N-termmal amino acid residue of the desired protein on the side of the 
N-terminus of the desired protein constitutes the N-terminal amino acid 
residue of said second peptide fragment. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Method for the production of chorionic 
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gonadot roftin (CG) with properties 



similar to those Di human CG (HCG) from a microorganism or mutant 
thereof isolated by natural or hybridization procedure from the body or 
b'C'dy extract carrier of a malignant tumor carrier and having the 
capacity to synthesize the polypeptide hormcne known as human chorionic 
gonadot rop'in in its total form or m its suk'-units (.alpha. & .beta.) 
which comprises: 



(a) culturing the microorganism or mutant thereof in a culture media; 



(b) incubating the culture of the microorganism or mutant thereof, 
whereby the microorganism or mutant thereof in vivo produces a crude 
material containing chorionic gonadotropin and/or its sub-units (.alpha. 
& . beta . ) ; 

(c) separating the crude material containing chorionic gonadotropin 
and/or its sub-units (.alpha. & .beta.) from the culture media and the 
micr Dorganism or mutant thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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PATENT. 

A novel 1,3-dithiane of the formula ##STR1## wherein R.sup.l is a 
di-substi tuted amino group; R.sup.2 and R.sup.3 are such that one of 
them is an elect ron -withdrawing group with the other being a hydrogen 
atom, a hydrocarbon group or heterocyclic group of the class consisting 
of thienyl, triazolyl, and pyridyl, which may optionally be substituted 
or that P. sup. 2 and R.sup.3 taken together with the adjacent carbon atom 
form a sp'iro ring p^rovided that at least one of R.sup.2 and R.sup.3 is a 
carbonyl group; X.sup.l and X.sup.2 each is a sulfur atom and at least 
one of X.sup.l and X.sup.2 may be oxidized, or a salt thereof, possesses 
vciry useful pesticidal actions. 
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Df magnetic particles to which 
a wide variety of molecules may be coupled. The magnetic particles can 
be dispersed in aqueous media without rapid settling and conveniently 
reclaimed from media with a magnetic field. Preferred particles do not 
become magnetic after application of a magnetic field and can be 
redispersed and reused. The magnetic particles are useful in biological 
systems involving separations. 
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AB Immunoassays which utilize an enzyme linked ligand or receptor wherein 

the enzyme is bacterial luciferase; mercantile kit useful in pierforming 
said immunoassay; and compounds utilized in performing said assay. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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A soft buccal containing (1) a medicament to be 
oral mucosa, (2) a water-soluble protein, (3) a 
(4) a fatty acid ester or/and a carboxyvinyl polymer, has various 
advantages such as good feeling m use, good retainability within the 
mouth, slow release, improved absorbakdli ty of drug through the mucosa, 
improved bioavailability, etc., and therefore can be used an excellent 
pharmaceutical preparation for administration to the mucous membrane of 
the mouth. 
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CAS INDEXING IS AVAILABLE EOF THIS PATENT. 

AB A p'TOcess is provided for the ^'reparation of magnetic particles to whic 

a wide variety of molecules may be coupled. The magnetic particles can 
he dispersed in aqueous media without rapid settling and conveniently 
reclaimied from media with a magnetic field. Preferred particles do not 
b&coTC.e magnetic after application of a magnetic field and can be 



redLspersed and reused. The magnetic particles are useful in biological 
systems involving separations. 
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AB A genus of dipeptide amides including as the preferred subgenus 

dipeptide amides having the structural formula R.sub.L TyrR.sut' 
E'-Al aNHR . sub . 4 wherein R.sub.l and R.sub.2 are each hydrogen or 
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phenylalkyl or subs tituted-phenylalkyl are prepared by condensing the 
dipeptide with the amine or the amino acid with the amino acid amide and 
are useful as analgesics. 
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AB There are provided a wrde range of polyurethane products, e.g., 

cellular, dense elastomer, and integral skin microcellula r products, 
obtained by the reaction of (a) a polyi socyanate compound, (b) a polyol, 
(c) optionally a chain extender and/or blowing agent with/without other 
known additives, (d) in the presence of a non-hydroxyl flow modifier 
characterized by carbon and hydrogen atoms, at least one and, generally, 
a p'lurality of oxyalkylene groups, and at least one urethane, ##STR1## 
group. Several of the polyurethane products exhibit unique properties, 
e.g., foamed articles with capability to conduct static electricity, 
soft elastomers characterized by improved coefficient of friction, etc. 
Several classes of the flow modifiers are novel per se. The polyurethane 
products can be synthesized via the one shot or prepolymer process. 
Multipackage systems, in particular, two and three component systems are 
useful in molding operations, e.g., manufacture of shoe soles. 
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AB A non-lysozyme highly active bacteriolytic protein which is heat stable 

and has a relatively low molecular weight. The protein may be produced 
by immunizing an insect against E. coll and recovering the protein from 
the insect. The protein is useful for extracting proteins from 
genetically engineered bacteria and as a pharmaceutical for inhitating 
certain bacteria. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In an enzyme immunoassay, when a specific antibody produced by 

contacting a peptide essential to the tDrmation of a specific antibody 
to a peptide antigen, a freeze-dried material of . beta . -D-galactos idase- 
enz^me con'iugate or a peptide-enzyme conjugate p'repared by coupling a 
labeling enzyme with a peptide of the general formula: 
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H --R. sub . 1 -- Pro -Seir-Asp-Thr-Pro-Ile-Leu- Pro ~Gln-OH 

wherein F.sub.l is a pep'tide fragment consisting of 1 to 14 amino acid 
residues including Gly in the 14-position of the peptide Ala. sup. 1 
-Pro. sup. 2 -Pro. sup. 3 -Pro. sup. 4 -Ser. sup. 5 -Leu. sup. 6 -Pro. sup. 7 
-Ser. sup. 8 -Pro. sup. 9 -Ser. sup. 10 -Arg.sup.ll -Leu. sup. 12 -Pro. sup. 13 
-Gly. sup. 14 is used, a high reproducitii Lity of the result of the enzyme 
immunoassay is obtained. 

CAS INDEXII:G is available for THIS PATENT. 
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AVAILABLE FOR THIS PATENT, 
for determinin'g a memkier of 

(antiligand) . Reagents employed include a first modified member 
whi-rh provides an electrical field due to the presence of a plurality of 
ionic charges and a second modified member labeled with a component of a 
signal producing system, which system may have one or more components. 
The average proximity m the assay medium of the first and second 
modified members is related to the amount of analyte, where the observed 
signal from the signal producing system is related to the effect of the 
electrical field on the signal producing system. 
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Also, compositions are provided, as well as reagents, in predetermined 
ratios for optimizing the signal response to variations in analyte 
concentration . 
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A ptocess IS herein disclosed for producing a slow release composite 
CDmp'rising grinding and mixing mechanically in a frozen state c ne or 
mjre pc'l yp ep tides , cne or more p'roteins and one or more p^hysiolc^gically 
aztive substances shap^mg the t-lend into a desired form and conp-ressing 
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at a pressure of from 100 to 20,000 kg/cm. sup. 2 to thereby produce a 
slow release composite having the physiologically active substances 
encapsulated therein. 
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A method for immunochemji.cal assay of an antigen or antibody by labelling 
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the antigen or antibody with a specific cyanine or merocyanine dye 
containing a carboxy group followed by effecting an immune reaction and 
photochemical processing thereof is provided. The amount of the antigen 
or antibody is measured in term of optical density of developed silver 
halide which is brought into contact with either the antigen-antibody 
reaction product or the unreacted material. 

This immunochemical assay method gives high detection sensitivity in a 
simple operation manner. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Delivery systems for releasing mdcromolecular active agents to a body 

site at a controlled rate for a prolonged period of time, comprising a 
choiesteric matrix permeable to passage of the macromolecular active 
agent by diffusion, are disclosed. The choiesteric matrix comprises 
cholesterol powder and cholesterol prills optionally in combination with 
a binding agent and a lubricating agent. The macromolecular active agent 
is dispersed throughout the matrix; macromoiecules suitable for release 
from this delivery system have molecular weights of about 1300 to about 
75,000 and are at least very slightly soluble in water. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB 



ING IS AVAILABLE FOR THIS 



ATENT. 

An implantable drug deliver depot comprising a hydrophilic poly ( glutamic 
acid-co-ethyl glutamate) structure having one or more substances, e.g., 
drugs and/or diagnostic aqents physically contained therein. The drug or 
diagnostic agent is released by its permeation of and diffusion through 
the cop'ol^ymer structure. The depot may be designed to release the 
substance or substances at predetermined rates and in predetermined 
sequence. The copolymer structure ultimately biodegrades to glutamic 
acid. Among the preferred configurations for the depots are rods and 
closed-end capsules. 
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A method of preventing rhe precipitation of proteins, such as hormone 
preparations, within drug delivery systems that depend on the fluidity 
of the infusate for proper function. A polyol, such as glycerol, is 
mixed with the protein solution prior to the introduction of the 
solution into the drug delivery system. The polyol is added in amount 
sufficient to prevent precipitation of the protein during long-term 
storage m the drug delivery device. According to one form of usage, the 
protein-polyol solution is iniected to the pressurized drug storage 
reservoir of an implanted infusion pump by injection through the 
patient's skin. As the solution is discharged from the delivery device 
by the constant pressure exerted upon the storage chamber, its low rate 
of flow is controlled by a restricted fluid passage. The solution is 
conveyed to an infusion site and diluted by the blood stream. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An immunoassay method for measurement of the con::ent of a target antigen 

or antibody in a fluid or tiissue specimen comprises reacting the target 
with reagent antibody or antigen which forms a ::omplex with the target 
and is tagged with ta;jging elements which are unassociated chemically 
with said reagent and are protected against reaction with the target and 
the biolc'gical and chemical environment of the assay. Preferably the 
reagent antibody or antigen is carried by small, tagged mobile units, 
such as latex particles of a size sm.aller than ■": , Q .mu.m, having tagging 
elements embedded therein. The tagged comp'lexes which are formed may be 
measured by X-ray f luo rescen ::e or by detection of radioactive decay. 
Different target antigens or antibodies can be assayed simultaneously by 
emiploying different tagged mokale units, and the mobile units with the 



tagging elements can be recovered for disposal or for reuse. 
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CAS INDEXING IS AVAILABLE B^OR THIS PATENT. 

AB A f'Olymer composition containing a physiologically active substance 

which can be released at a controlled rate is prepared by contacting one 
or more polymeri zable monomers with the physiologically active 
substance, making the monomers into a specific shape and then 
irradiating the shaped article with light or an ionizing radiation at a 
low temperature below room temperature to p'Ol^^nerize the pol^^Tmerizable 
monomers . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOP THIS PATENT. 

AB An improved specific binding assay method and reagent for determining a 

Iigand in a liquid medium employing, as an enzyme-cleavable substrate 
label, a residue having the formula: 



G - - D--R 

wherein G is a glycone, D is a dye indicator moiety, and R is a linking 
group through which the label residue is covalently bound to a binding 
component of a conventional binding assay system, such as the ligand, an 
analog thereof, or a specific binding partner thereof. The monitored 
characteristic of the label is the release of a detectable product, 
usually a fluorogen or chromogen, upon enzymatic cleavage of the 
glycosidic linkage between the glycone and the dye indicator moiety. The 
assay method may follow a homogeneous or heterogeneous format. The 
preferred glycone is a . beta . -galactosyl group and the preferred dye 
indicator moiety is an umbeili f erone residue. The improved assay is 
particularly suited to the determination of haptens, such as drugs, and 
antigenic proteins and polypeptides, including antibodies, following a 
hom;ogeneous competitive binding assay format. 

CROSS-REFERENCE TO RELATED APPLICATION 

CAS INDEXING IS AVAILABLE FOR THIS PATPZNT . 
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XING IS AVAILABLE FOR THIS PATENT. 

he present invention relates to new inclusion complexes of 2-chloro 
thyl phcsphDni:: acid formed with .alpha.-, .beta.- and/or 
gamma . -cycl odextrin or a mixture thereof. 



The new inclusion complexes contain preferably 10-30- 
phC'S phonic acid. 



of 2-chloro ethyl 



The new complexes of the present invention are prepared by reacting 
2-chloro ethyl phosphonic acid with .alpha.-, .beta.- and/or 
. gamma . -cyclodextrin or a mixture of one or more of the said 
cyclodext rins and linear dextrins and/or partially decomposed starch. 

The new inclusion complexes of the present invention can be used for the 
preparation of plant growth regulating compositions. 
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INDEXiriG IS AVAILABLE FOR THIS PATENT. 

Novel biological assay method for determining the presence of a specific 



organic material by employing a modified enzyme for amplification. By 
employing receptors specific for one or a group of materials 
(hereinafter referred to as "ligands") and blndm-j an enz^mie t^ the 
ligand or ligand counterfeit to provide an "en*^ ^Tne-bound-l igand" , an 
extremely sensitive method is provided for assaying for ligands. The 
receptor when bound to the enz^^mie-bound-ligand sul-s tant ial ly inhibits 
en.:^^TOatic activity, proviomg for different catalytic efficiencies of 
en.:yme-bound-ligand and en z>Tne-k'Ound- 1 i gand combined with receptor. 



The receptor, ligand and en zyme - bo and- 1 igand are combined m an 
ark'itrary order and the effect of the presence of ligand on enzymatic 
activity determined. Various prc^toools m.ay te used for assaying for 
enzym.atic activity and relating the result to the amount of ligand 
r-resent . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Method and compositions are provided for performing protein binding 

assays involving a homologous pair consisting of ligand and receptor for 
the ligand. The method employs a label conjugated to a member of said 
homologous pair and a uniformly dispersed discontinuous phase of 
discrete particles in a continuous aqueous phase, where the discrete 
^'articles create mi croenvi ronments which allow for discrimination 
between the label associated with the particle--in a discontinuous 
phase---and the label in the continuous phase. 

Various conjugates and particles are provided which find use in the 
subject method. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

A3 Chemiluminescent-label ed conjugates of the formula: ##3TR1## wherein one 

of H.sup.l and R.sup.I' is hydrogen and the other is -NR. sup. 3 R.sup.4 ; 
R.sup.3 is hydrogen or straight chain alkyi containing 1-4 carbon atoms 
and R.sup.4 is ##STR2i^# wherein n=l-3 and L(CO-- is the ligand or analog 
bound through an amide bond. Intermediates produced in the synthesis of 
such conjugates are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOP THIS EATENT. 

AB Novel enzyme conjugates useful in immunoassay methods are prepared with 

the use of a novel coupling reagent of N-succinimidyl ( 4-iodoacetyl ) 
aminobenzoate by reacting the coupling reagent, firstly, with an 
amino-containing macromolei::ule, and, thereafter, with a 
sul f hydryl-containing enzyme, the enzyme conjugate prepared in a high 
yield and of high sf)eci f icity . 
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CAS INDEXING IS AVAILABLrl FOR THIS PATENT. 
AB Novel polypeptide of the formula: 

H -Tyr-Gly-Gly-Phe -Met- Lys-Pro-Tyr-Thr- Lys -Gin- Ser-His-Lys- Pro-Leu- lie- 
Thr- Leu-Leu-Lys-Hi s-Ile-Thr-Leu-Lys-Asn-Glu-Gln-OH is useful as an 
analgesic agent. Methods of its preparation are also disclosed. 

CAS INHEXIL'G IS AVAILABLE FOR THIS PATENT. 
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AB Ami no- f unctionali zed phthalhydrazide intermediates of the formula: 

##STR1## wherein c^ne of R.sup.5 and R.sup.6 is hydrogen and the other is 
--NR. sup. 7 R.sup.8 ; P. sup. 7 is hydrogen or stra::.ght chain alk.yl 
containing 1-4 carbon atoms and R.sup.8 is ##STR2## wherein n=l-3. The 
compounds are intermediates in the synthesis of chemilumines cent-labeled 
coniugates which are useful as reagents in specific binding assays for 
determining ligands or their specific binding partners in liquid media. 
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CAS INDEXING IS AVAILABLE FOR THES PATENT. 





AB A non~lysozyme highly active bacteriolytic protein which is heat stable 

and has a relatively low molecular weight. The protein may be produced 
by immunizing an insect against E. coli and recovering the protein from 
the insect. The protein is useful for extracting proteins from 
genetically engineered ba'::teria and as a pharmaceutical. 

CAS INDEXING IS AVAILABLE FOR THES PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Synthetic polyhydroxyl ated steroidal lactones are found to be highly 

effective plant growth promoting substances. 
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AB Chemilummescent-labeled conjugates of the formula: ##STR1## wherein one 

of R.sup.l and R.sup.I' is hydrogen and the other is --NR. sup. 3 R.sup.4 ; 
R.sup.3 IS hydrogen or straight chain alkyl containing 1-4 carbon atoms 
and R . sup . 4 is 



L {CO--HN- -CH. sub. 2 ) .sub.n 

wherein n=2-8 and L(CO)-- Is a hapten kiound through an amide bond. The 
labeled conjugates are useful as reagents in specific binding assays for 
determining haptens or their specific hiinding partners in liquid media. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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DOCUMENT TYPE: 
FILE SEGMEIjT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 

LEGAL REPRESENTATIVE: Wenderoth, Lmd & Ponack 
NUMBER OF CLAIMS: 6 
EXEMPLARY CIAIM: 1, 6 

LINE COUNT: 1^19 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides herbi cidal 1 y- act i 

cyanobenzof urans of the formula: MSTRU 
together represent .dbd.O or R.sup.l rep 
rt-:.-p resent s hydrogen, hydroxy, alkoxy, ac 
al kyl thioca rbonyloxy, halogen, isothiocy 
d:: al kylami no , arylamino, aii-ylamino, alkC' 
a.', kylthic-rarbonylammc', N-t-onded heter'-i'C 
r.sup.3 and R.sup.4 together represent a 
hydrogen or alkyl; and R.sup.5, R.sup 
sam.e or different, ea^rh represent hydrog 
or cyano), p^rocesses for their preparati 
containing them. , 



ve 2 , 3~d Lhydro- 5- 
n ;wherein: R.supi.l and R.sup. 2 
resents hydrogen and R.sup. 2 
yloxy , al koxycarbonyloxy , 
ana to, amino, alkyl ami no, 
xycarbonylamino, 
yclyl, cyano or alkylthio; 
Lkylene or each represent 
and R.sup. 7, which may be the 
en, halogen, alkyl, al kC'Xy, acyl 
on and herbicidal compositions 



CAS INDEXING IS AVAILABLE FC'F. THIS PATENT. 
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PATENT. 



Chemiluminescent- labeled conjugates of the formula: ##STR1## wherein R 
is hydrogen or straight chain alkyl containing L-4 carbon atoms, n=2-6 
and L{CO-- is a specif i-cally bindable ligand, such as an antigenic 
protein or polypeptide, a hapten or an antibody, or a binding analog 
thereof, bound through an amide bond; and intermediates produced in the 
synthesis of such conjugates. The labeled conjugates are useful as 
reagents in specific binding assays for determining ligands or their 
sp-iecific binding partners in liquid media. 



CA.^ 



INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An improved specific handing assay method and reagent f^r determining a 

ligand m a liquid medium emp'lc'vmg, as an enz;^mie- cleavable substrate 
lah-el, a residue having the formula: 



G-D-R 



wherein G is a glycone, E) is a dye indicator moiety, and R is a linking 
group through which the label residue is covalently bound to a binding 
component of a conventional binding assay system, such as the ligand, an 
analog thereof, or a specific binding partner thereof. The monitored 
characteristic of the label is the release of a detectable product, 
usually a fluorogen or chromogen, upon enzymatic cleavage of the 
glycosidic linkage between the glycone and the dye indicator moiety. The 
assay method may follow a homogeneous or heterogeneous format. The 
pireferred glycone is a . beta . -galactosyl group and the preferred dye 
indicator moiety is an umbelli f erone residue. The improved assay is 
f.-articularly suited to the determination of haptens, such as drugs, and 
antigenic proteins and polypeptides, including antibodies, following a 
homogeneous competitive binding assay format. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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408 



19790307 



Gerb & Soffen 



In an element for implantation in body tissue, particularly bone tissue, 
consisting of a biologically flawless material with a micro-pitted 
surface, ^he pores in the surface have a diameter many times smaller 
than has been previously known in order to permit the occurrence of such 
a tight and extensive boundary zc^ne around the implanted element that 
this achieves reinforced and inextricable anchoring in the tissue. The 
pore diam.eter may be as little as about 10 nm and as large as a few 
multiples of the normal diameter of the cells in the tissue, preferably 
no larger than the cell diameter, i.e. about 1000 nm. Optimal results 
are ot'tained with pore diameters equal to or smaller than about 300 nm 
and a finely pored rutile layer has been found to give a particularly 
strona and durable joint with the growing tissue. Preferably at least 
one deposit of an agent facilitating and/or accelerating the 
growing- t ogether p^rocess is arranged on or in the element. The element 
may be shaped with grooves, corrugations, channels etc. and be provided 
with an opening for tissue to grow through. The element is extremely 
suitakde as anchoring device for a prosthesis or partial prosthesis and 
m.ay be made integral therewith. 
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A polymer composition containing a physiologically active substance 



PRIORITY INFORM/>.TION: 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY E>:AMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CI^IM: 
LINE COUNT: 
CAS 
AB 



which can be released at a controlled rate is prepared by contacting one 
or more polymerizable monomers with the physiologically active 
substance, mking the monomers into a specific shape and then irradiating 
the shaped article with light or an ionizing radiation at a low 
temp:ierature below room temperature to pol]^7nerize the pol^Tnerizable 
monomers . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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A method Df preventing the p^recipi tati on of hormone preparations within 
drug delivery systems that depend on the fluidity of the infusate for 
propter function. A non-tC'Xic water soluble detergent is dissolved in the 
he rmc'ne solution priDz to the introduction of the solution into the drug 
deli\'ery system. The detergent is added in amount sufficient to prevent 
precipitation of the hcrmone during long-term storage in the drug 
delivery device. AccDrdmg to one £orm of usage, the ho rmone -detergent 
sclution IS charged to the pressurized drug storage chamber of an 
imp'lanted infusion pump' by injection through the patient's skin. As the 
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LINE COUNT: 
AB 



solution is discharged from the delivery device by the constant pressure 
exerted upon the storage chamber, its low rate of flow is controlled by 
a restricted fluid passage. The solution is conveyed to an infusion site 
and diluted by the blood stream. 
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IS AVAILABLE FOR THIS PATENT. 



19790608 



Compounds corresponding m structure to enkephalin or polypeptide 
analogues thereof, wherein one or more pieptide links of the enkephalin 
or analogue is represented by a group or groups the same or different 
selected from dimethylene, hydroxydimethylene , methylene-imino and 
ketomethylene groups and/or wherein adjacent peptide bond nitrogen atoms 
are linked by a carbonyl or thiocark-onyl group. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Chemilummescent-labeled conjugates of the formula: ##STR1## wherein one 

of R.sup.l and R.sup.2 is hydrogen and the other is --NR. sup. 3 R.sup.4 ; 
R.sup.3 IS hydrogen or straight chain alkyl containing 1-4 carbon atoms 
and R. sup . 4 is 

L(C0)--HN--(CH.sub.2) .sub.n 

wherein n=2-8 and L(CO)-- is an antigenic protein or polypeptide bound 
through an amide bond. The labeled conjugates are useful as reagents in 
specific binding assays for determining antigenic proteins or 
polypeptides, or their binding partners, in liquid media. 

CAS INDEXING IS AVAILABLE! FOR THIS PATENT. 
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AB A method for determining a member of a specific binding pair-ligand and 

receptor (antiligand) . Reagents employed include a first modified member 
which provides an electrical field due to the presence of a plurality of 
ionic charges and a second modified member labeled with a component of a 
signal producing system, which system may have one or more components. 
The average proximity in the assay medium of the first and second 
modified members is related to the amount of analyte, where the observed 
signal from the signal producing system is related to the effect of the 
electrical field on the signal producing system. 



Also, compositions are provided, as well as reagents, in predetermined 
ratios for optimizing the signal response to variations in analyte 
concentration . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Compounds corresponding in structure to enkephalin or polypeptide 

analogues thereof, wherein one or more peptide links of the enkephalin 
or analogue is represented by a vjroup or groups the same or different 
selected from dimethylene, methy lene-imino and keto-methylene groups. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel biological assay method tor determining the presence of a specific 

organic material t^y employing a modified enzyme for amplification. 3y 
employing receptors specifi'.: for one or a group of materials 
(hie reina f ter referred to as "liganas") and binding an enzyme to the 
ligand or ligand counterfeit to pr:-vide an "enz^-me-bound- ligand" , an 
extrem.ely sensitive method is provided for assaying fi^r ligands. The 
receptor when t'ound to the enz'_yTne-h ound-ligand substantially inhibits 
enzymatic a::tivity, providing f c r different catalytic efficLenries of 
enz-_^Tn.e-bound- 1 igand and enz'^mie-t Dund-ligand comh-ined with receptor. 



The receptor, ligand and enzyme-bound-ligand are combined in an 
arbitrary order and the effect of the presence of ligand on enzymatic 
activity determined. Various protocols may be used for assaying for 
enzymatic activity and relating the result to the amount of ligand 
present . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Thomas G. 
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Method and compositions are provided for performing homogeneous 
immunoassays. The method involves having a signal producing system, 
which provides a detectable signal, which system includes a 
macromolecular member. The determination of the analyte, which is a 
m.eml:)er of a specifir: binding pair consisting of a ligand and its 
homologous receptor, is performed by creating an extensive matrix in the 
assay medium by having in the assay medium in addition to the analyte, 
ligand labeled with one of the members of the signal producing system, 
antiligand either present as the analyte or added, a polyvalent receptor 
for antiligand, the macromolecular member of the signal producing 
system, and any additional members of the signal producing system. The 
lah'eled ligand, antiligand, and polyvalent receptor for the antiligand 
create a matrix whic:h modulates, e.g. inhibits, the approach of the 
macromolecular member of the signal producing system to the labeled 
ligand. The extent and degree of formation of the matrix is dependent 
upon the concentration of the analyte in the medium. By comparing the 
signal from an assay medium having an unknown amount of analyte, with a 
signal obtained from an assay medium having a known amount of analyte, 
the amount of analyte in the unknown sample may be determined 
qualitatively or quantitatively. 

Kits are provided having predetermined amounts of the various reagents 
to allow for enhanced sensitivity of the method. 



CAS INI'EXING ::S AVAILABLE FOR THIS PATENT. 
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PATENT INFORMATION: 
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DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
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NUMBER OF CIAIMS : 
EXEMPLARY CLAIM: 
LINE COUNT: 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

A3 Somatostatin (SS) is modified to incorporate a carbohydrate moiety in 

the f'eptide chain by linkage to either Asn, Ser or Thr. The modified SS 
peptide analog may have the formula: ##STR1## wherein R.sub.l is 
preferably a hexose or amino-hexose , such as glucose or 
N-acetylglucosamine . Alternatively, the carbohydrate can be linked to 
Ser or Thr by an ether bond. Such glycosomatos tatins have an extended 
biological half-life compared to the parent peptide and substantially 
the same potency. Modifications and substitutions with respect to other 
amino acid residues in the chain can be made in the glycopept ides , for 
the purpose of increasing the effectiveness of SS analogs in other ways, 
and such increased effectiveness is a characteristic of the 
glycosomatostatin along with its longer-acting biological effect. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB An improved specific b.i.nding assay method and reagent for determining a 

ligcind in a liquid medium empdoyin;, as an enz vm:^e-cleavable substrate 
label, a residue having the formula: 



-1.1- - R 



wherein G is a glycone, D is a dye indicator moiety, and R is a linking 
group through which the label residue is covaiently bound to a binding 
^ompcTient of a conventional handing assay system, su :h as the iigand, an 
analog thereof, or a specific binding partner thereof. The monitored 
characteristic of the lat'el is the release of a dete::table product. 



usually a fluorogen or chromogen, upon enz^Ttiatic cleavage of the 
glycosidic linkage between the glycone and the dye indicator moiety. The 
assay method may follow a homogeneous or heterogeneous format. The 
preferred glycone is a . beta . -galactosyl group and the preferred dye 
indicator moiety is an umbel Liferone residue. The improved assay is 
particularly suited to the determination of haptens, such as drugs, and 
antigenic proteins and polypeptides, including antibodies, following a 
homogeneous competitive binding assay format. 



CAS INDEXING IS AVAILABLE FOP. THIS PATENT. 
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Novel tet rapeptidehydrazide derivatives, inclusive of a 
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(6) 

US 1979-32503, filed 



pharmacologically acceptable acid addition salt thereof, which has the 
general formula (I): ##STRli|tt [wherein R.sub.l is hydrogen or lower 
alkyl; R.sub.2 is hydrogen or the side chain of a D- . alpha . -amino acid; 
P. sub. 3 is hydrogen or lower alkyl; R.sub.4 is hydrogen, or a saturated 
or unsaturated and straight or branched lower aliphatic acyl group which 
may optionally be substituted by hydroxy, amino, lower alkoxy, halogen, 
oxo, lower alkylthio or lower alkylthiC'Oxide] , are useful as analgesics. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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A3 Method and compositions are provided for performing protein binding 

assays involving a homologous pair consisting of ligand and receptor for 
the ligand. The method employs a label conjugated to a member of said 
homologous pair and a uniformly dispersed discontinuous phase of 
disizrete particles in a continuous aqueous phase, where the discrete 
particles create mic roenvi ronment s which allow for discrimination 
between the label associated with the particLe--in a discontinuous 
phase--and the label in the continuous phase. 

Various cDnjugates and particles are provided which find use m the 
suk)]ect method. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FO? THIS PATENT. 

AB The invention concerns an improved process for the manufacture of 

cystme-containing pep'tides from cys tei ne-containing aminoacid sequences 
whose mercapto groups are protected by trityl groups, wherein the 
S-trityl cys teine- cont aming sequences are directly oxidized with iodine 
to yield the cystine disulfide bond. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Piporazine derivatives o£ the general formula ##STR1## wherein R.sub.l 
-R.sub.9 are the same or different and each represents a hydrogen or 
halogen atom or a lower alkyi or lower alkoxy group, n is 2 or 3 and X 
represents a group ( Ch . sub . 2 ) . sub . m (in which m is 1, 2, 3 or 4) or a 
group ---CH.sub.2 --CH.dbd.CH--, having methylene linked to the 
piperazine group, and acid addition and quaternary ammonium salts 
thereof, are described. 



The compounds exhibit a strong specific dopaminergic activity. 

Also described are methods for their p)reparation and use as therapeutic 
agents in the form of therapeutic compositions. 

CAS INDE:XING is available for THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOP THIS PATENT. 

AB 3--halo- and 3-lower a I koxy- 6-trichlorome thylpyr idazme compounds are 

disclosed as fungicides. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides herbici daily-active 2 , 3-dihydro- 5- 

cyanobenzof urans ot the formula: ##STR1## (wherein: R.sup.l and R.sup.2 
together represent .dbd.O or R.sup.l represents hydrogen and R.sup.2 
represents hydrogen, hydroxy, alkoxy, acyloxy, alkoxycarbonyloxy , 
alkylthioca rbonyloxy, halogen, isothiocyanato, amxno, alkylamino, 
dial kylamino , arylamino, acylamino, alkoxycarbonylamino, 
alkyl thiocarbonylamino, N-bonded heterocyclyl, cyano or alkylthio; 
R.sup.3 and R.sup.4 together represent alkylene or each represent 
hydrogen or alkyl; and R.sup.5, R.sup.6 and R.sup.7, which may be the 
same or different, ea<_'h represent hydrogen, halogen, alkyl, alkoxy, acyl 
or cyano), processes for their preparation and herbicidal compositions 
containing them. 

CAS INI'EXING IS AVAILABLE FOR THIS PATENT. 
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INDE:XENG IS available fop this PATENT. 

El s-p'hthal imide intermediates of the formula: #^STR14t^ wherein one of 
R.suf:'.9 and R. sup. 10 is hydrogen and the other is --NR. sup. II R. sup. 12 ; 
F..sup.^l is hydrc^gen cr straignt stain alkyl containing 1-4 ::arbon atoms 
and P. .sup. 12 is #iiST».2t|# wherein n=l-3. The compounds are intermediates 
in the synthesis ct chemiluminescent-labeled con]ugates which are useful 
as reagents in specific kiindmg assays for determ.ining ligan'is or their 
sr^ecific binding partners in liquid media. 
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CAS INI'EXING IS AVAILABLE FOR THIS PATENT. 

AB Novel somatostatin analogs exhibiting high activity in inhibiting 

insulin glucagon and growth hormone secretion are 

depicted by the formula: ff#STRl## and pharmaceutically acceptable acid 
addition salts thereof. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FC'R THIS PATENT. 

AB A disulfide derivative, having S--S exchange reactivity, of the formula 



--S--S--R. suh. 



-CO--R. sub . 3 K sub . n R.sub.4 



ll J 



wherein R.sub.l is 2-benzothiazolyl or 2-pyridyl-N-oxide , R.sub.2 is 
alkylene having optionally free or protected functional groups, R.sub.3 
IS the carboxyl residue of an amino acid or lower polypeptide, R.sub.4 
IS carboxyl or a reactive derivative thereof or protected carboxyl or 
imidate, and n is 0 or 1. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L440 Al^JSWER 105 OF 146 USPATFULL 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



81 : 9 349 USPATFULL 

N-succinimidyl haloacetyl aminobenzoates as coupling 
agents 

Weltman, Joel K., 164 Summit Ave., Providence, RI, 
United States 02906 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO.: 

DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTA2^IT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



US 42 

US 19 

Divi.s 

1978, 

Utili 

Gran 

Daus , 

Eakm 

Crow! 

4 

1 

291 



51445 
79-93607 
ion of Ser. No. 
now patented, 

ty 

ed 

Donald G. 
M. C. 
ey, Richard P. 



US 
Pat 



19810217 <-- 
19791113 (6) 
1978-889726, filed on 24 
No. US 4218539 



Mar 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Novel enz'/rae conjuqatcs useful in immunoassay methods are prepared with 

plmg reagent of N-succinimidyl { 4-iodoacetyl ) 
mg the coupling reagent, firstly, with an 
molecule, and, thereafter, with a 
enzyme, the enzyme conjugate prepared in a high 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB I minuno chemical measurement by either (1) the reaction of the measurement 

substance with the insolubilized substance and then the reaction of the 
reaction product of the first procedure with the labeled substance or 
(2) the reaction of the measurement substance with the labelled 
substance and then the reaction of the resulting reaction product with 
the insolubilized substance, or (3) the simultaneous reaction of the 
three substances. 
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CAS INDEXING IS AVAILABLE FOP THIS PATENT. 

AB E'isclosed are prostaglandin analogues having the structural formula, 

##STR1## in which: T is selected from the group consisting of carboxyl, 
alkoxycarbonyl or cyano; 

M is selected from the group consisting of carbonyl, R-hydroxymethylene 
or S-hydroxymethylene; 

L is selected from the group consisting of methylene or methine, 
provided L is methine only if J is methine; 

J is selected from the group consisting of methylene, ethylene, 
R-hydroxymethylene , S-hydroxymethylene or methine, p-rovided J is methine 
only if L is methine; 

W is selected from the group consisting of ##STR2## T.sub.l and T.sub.2 
are attached to adjacent carbon atoms; T.sub.l Is selected from the 
group consisting of hydrogen or phenyl, provided T.sub.l is phenyl only 
if T.sub.2 is Lower alkyl; 

T.sub.2 is selected from the group consisting of n-f:entyl or lower 
alkyl, provided T.sub.2 is lower alkyl only if T.sut.l is phenyl; or 

T.suk'.I and T.sub.2 are joined together to form an alkylene group of 4 
cr c. carton at^ms. Alsc' disclosed are methods for preparing such 
p-rostaglandm analogues. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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PATENT, 
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Sulphur-free cyclopeptides with somatos tatin-analogous aminoacid partial 
sequences, of the formula #ttSTRl## in which R is Asn, Ala or de-R, trp 
is D-Trp or L-Trp, which can be substituted in the benzene ring by 
halogen atoms or nitro groups, W is a free or etherified hydroxyl group 
or halogen atom present as a substituent on the benzene ring of the 
L-phenylalanine radical, or is hydrogen, X is the radical of an 
. omega . -ammo-lower alkane-(mono or di ) -carboxylic acid or de-X and Y is 
the radical of an . omega . -amino-lower alkane- (mono or di ) -carboxylic 
acid or de-Y, and also acid addition salts and complexes thereof have 
biological properties similar to those of somatostatin and can be used, 
especially in the form of p'harmaceutical preparations, for the treatment 
of excessive secretion of somatotropin, insulin and/or glucagon. The 
comj:'Ounds according to the invention are obtained by cyclising a 
corresponding linear peptide compound in which the . epsilon . -amino group 
of the lysine radical and, if desired, also the hydroxyl group of the 
threonine radical are protected and detaching the protective groups 
which are present. 



CAS INE'EXING IS AVAILABLE FOR THIS PATENT. 
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AB -Dimethyl 7- [ . omega . -U- (phthalimido ) alkyl ] aminonaphthalene 

-1, 2-dicarboxylates of the formula: ##STR1## wherein R is hydrogen or 
straight chain alkyl containing 1-4 carbon atoms and n^2-6. The 
compounds are intermediates in the synthesis of chemiluminescent 
naphthalene-1 , 2-dicarboxylic acid hydrazide-labeled conjugates which are 
useful as reagents m specific binding assays for determining ligands or 
their specific binding partners m liquid media. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INL'EXniG IS AVAILABLE FOR THIS PATENT. 

AB Amino-f unctionalized phthalhydrazides of the formula: ##STR1## wherein 

one of R.sup.5 and R.sup.6 is hydrogen and the other is --NR. sup. 7 
P. sup. 8 ; R.sup.7 is hydrogen or straight chain alkyl containing 1-4 
carbon atoms and R.sup.8 is 
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H . sub . 2 N - -CH . sub . 2 ) . sub . n 

wherein n=2-8. The compounds are intermediates m the synthesis of 
chemiluminescent phthalhydr a zide-labeled conjugates which are useful as 
reagents in specific binding assays for determining ligands or their 
speo'lfic binding partners in liquid media. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Chemiluminescent-labeled conjugates of the formula: ##STR1## wherein R 

is hydrogen or straight chain alkyl containing 1-4 carbon atoms, n=2-6 
and L(CO-- is a sp*ec L f ically bindable ligand, such as an antigenic 
protein or polypeptide, a hapten or an antibody, or a binding analog 
thereof, bound through an amide bond; and intermediates produced in the 
synthesis of such conjugates. The labeled conjugates are useful as 
reagents in specific binding assays for determining ligands or their 
specific binding p^artners in liquid media. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOP THIS PATENT. 

AB The invention provides herbicidal 1 y-active sulphonates of the formula 

^|iiSTRl#^l wherein X represents a group --CIIR.sup.3 - -OR. sup. 4 and Y 
represents a group --OR. sup. 5, or X and Y' together ref^resent a group 
--CHR.sup.3 "-0-- or a group --CHR.sup'.B --0--Z--0--, the free oxygen 
atom of which is attached to thie benzene ring; R.sup.l, R.sup.2 and 
P. sup. 3, which may be the same or different, each represent hydrogen or 
C 1 to 6 alkyl, or R.sup.l and R.sup.2 together or R.sup.2 and R.sup.3 
t.:'gether form a C 3 to 6 alkylene chain; R.sup.4 and R.sup.5, which may 
be the same or different, each rep* resent hydrogen, C 1 to 6 alkyl, C 2 
ti' 6 alkenyl, C 2 to 6 alkynyl, phenyl, a group --C ( . dbd . O ) R. sup' . LO or 
group - -SO. sub. 2 F:. sup. 11 ; R.sup.6, P. .3ur'.7 and R.3up'.8, which may be 
the same or different, each represent hydrogen, C 1 to 6 alkyl, halogen 
■■zyanOf C 2 to 6 carboxyl.ic acyl, or C 1 to 4 alkoxy; R.sup.9 represents 
C 1 to 6 alkyl, phenyl or C 7 to 10 phenylalkyl (each of which may k^e 
unsubstituted or substituted by one or more chlorine or bromine atoms, 
1 to 4 alkyl groups, C I to 4 alrioxy grour>s or nitro groups), C 5 to 7 
oycloal<yl, C 1 to 4 alkyl amino, c^r di a Lkylamin o wherein each alkyl 
moiety has from I to 4 carbon atoms; R. sup. ID represents C 1 to 6 alkyl 
or alkoxy, C 2 to 6 alkenyl or alkenyloxy, C 2 to 6 alkynyl or 
alkynyloxy, r^henyl, phenoxy, phenylammo, C 1 t 6 alkyiamino or 
dialkylamino wherein each alkyl moiety nas from 1 to 6 carkion atoms, 
each of the groups which R.. sup. 10 may represent being uns utis 1 1 tuted or 



substituted by one or more halogen atoms or C 1 to 4 alkoxy groups; 
R. sup. 11 represents C 1 to 6 alkyl, phenyl, C 1 to 6 alkylamino or 
dialkylamino each of the alkyl moieties thereof having from 1 to 6 
carbon atoms, each of the groups which R. sup. 11 may represent being 
unsubs tituted or substituted by one or more halogen atoms or C 1 to 4 
alkoxy groups; Z represents a group of formula --3 ( . dbd . 0) n, --CR.sup.l 
R. sup. 13 or --P ( .dbd.Q) (OR.sup. 14) --; n represents 1 or 2; R. sup. 12 and 
R. sup. 13, which may be the same or different, each present hydrogen, C 
to 6 alkyl or alkoxy, C 2 to 6 alkenyi or alkynyl, phenyl, phenoxy, 
cyano or {C 1 to 6 al koxy ) carbonyl , or R. sup. 12 and R. sup. 13 together 
represent an oxygen atom, a sulphur atom, a C 3 to 6 alkylene chain or 
C 1 to 6 alkylimino group or a phenyiimino group; and R. sup. 14 
represents C 1 to 6 alkyl; and Q represents oxygen or sulphur, together 
with processes for their preparation and herbicidal compositions 
containirig them. 
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AB Novel enzyme conjugates useful in immunoassay methods are prepared with 

the use of a novel coupling reagent of N-succinimidyl ( 4-iodoacetyl ) 
aminobenzoate by reacting the coupling reagent, firstly, with an 
ami no-containing mac i omoiecule , and, thereafter, with a 
sul fhydry 1-containing enzyme, the enzyme conjugate prepared in a high 
y.::.e:d and of high speci f i c l ty . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Bis-phthalimides of the formula: ##STR1## wherein one of R.sup.9 and 

R. sup. 10 is hydrogen and the other is--NR. sup . 1 1 R. sup. 12 ; R, sup. 11 is 
hydrogen or straight chain alkyl containing 1-4 carbon atoms and 
R. sup. 12 IS #^^STR2## wherein n=2-8. The compounds are intermediates in 
the synthesis of chem.ilumines cent phthalhydrazide-labeled conjugates 
which are useful as reagents in specific binding assays for determining 
ligands or their specific binding partners in liquid media. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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method for determining the presence of 



a speci f ic 



Novel biological 

organic material by employing a modified enzyme for amplification. By 
employing receptors sp^ecific for one or a group of materials 
(hereinafter referred to as "ligands") and binding an enzyme to the 
ligand or ligand ^counterfeit to provide an "enz;j7ne-bound-l igand" , an 
extremely sensitive method is provided for assaying for ligands. The 
receptor when bound to the enzyme-bound -ligand substantially inhihats 
enzymatic activity, providing for different catalytic efficiencies of 
enz'_^Tne-k'Cund-ligan i and en::\^e-bound-li gand cc^mbined with receptor. 



The receptor, ligand and enzyme - bound-1 igand are combined in an 
arbitrary order and the effect of the presence of ligand on enzymatic 
activity determined. \'arious protocDls may be used for assaying fc-r 
enz\Tnatic activity and relating the result to the amount of ligand 
p r t3 s e n t . 



CAS INDEXING IS AVAILABLE FC'R THIS PATEliT . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Piperazine derivatives of the general formula ##STR1## wherein R.sub.l 

-R.sub.9 are the same or different and each represents a hydrogen or 
halogen atom or a lower alkyl or lower alkoxy group, n is 2 or 3 and X 
represents a group (CH.sub.2) .sub.m (in which m is 1, 2, 3 or 4) or a 
group --CH.sub.2 --CH.dbd.CH--, having methylene linked to the 
P'lf'erazine group, and acid addition and quaternary ammonium salts 
thereof, are described. 



The compounds exhibit a strong specific dopaminergic activity. 

Also described are methods for their prep^aration and use as therapeutic 
agents in the form of therapeutic compositions. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L440 AJ^JSWER 117 OF 146 USPATFULL 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



80: 20760 USPATFULL 
Immunochemical measuring process 
Mochida, Ei , Tokyo, Japan 
Ogawa, Nobuhisa, Omiya, Japan 
Shinkai, Hiroyuki, Kawagoe, Japan 
Hashimoto, Masakatsu, Tokyo, Japan 
Mochida Seiyaku Kabushiki Kaisha, Tokyo, 
(non-U.S. corporation) 



Japan 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



US 4200436 

US 1977-837434 



KIND 



DATE 



19800429 
19770928 



rJUMBER 



DATE 



PRIORITY INF0FJ4ATI0N: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL F.EPRE5ENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLAFY CLAIM: 
NUMBER OF DRAVJINGS: 
LINE CC-UNT: 
CAS INLiEXING IS AVAILABL 



JP I ^7 n- 117 621 
Uti] .1 ty 
Grant, ed 

Ma rant z, Sidney 
Brisek'Ois & r^ruger 
7 

1 

5 Drawing Figure (s) 
495 

OR THIS PATENT. 
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Drawing Page ( s ) 



AB ImmunDchemical process of measuring antigenic substances such as human 

chorionic gonadotropin, growth hormone, insulin, 

immunoglobulins using a labeled antibody, which makes a monovalent bond 
to the antigen, and insolubilized antigen. 

The labeled monovalent antibody used is a monovalent antibody obtained 
by digesting the antibody to an antigen to be measured with papain 
according to Porter's method or by reducing a fragment obtained by 
digesting the antibody with pepsin according to Peterman's method. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Compounds corresponding in structure to enkephalin or polypeptide 
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CAS 
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analogues thereof, wherein one or more peptide links of the enkephalin 
or analogue is reriresented by a group or igroups the same or different 
selected from dimethylene, methylene-imino and keto-methylene groups. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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LINE COUNT: 14 69 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The subject invention concerns novel compositions for use in 

immunoassays, as well as immunoassays employing such novel compositions. 
The compositions comprise discrete charged colloidal particles comprised 
of small molecules which particles are capable of retaining their 
discrete character in an aqueous medium and composed of aggregates of 
lipophilic and/or amphiphiLic organic molecules to which are bound 
non-covalently a label capable of producing a detectible signal and a 
ligand or an analog of the ligand capable of competing with a ligand for 
a ligand receptor. The discrete colloidal particle serves as a hub or 
nucleus for retaining the Ligand or its analog and the label wichm a 
limited locus. 



The compositions are prepared by individually covalently bonding the 
ligand and the label, when not naturally lipophilic, to a lipophilic 
{includes amphiphilic) compound, normally a p^hospholipid . Depending upon 
the nature of the particle, the amphiphilic conjugated ligand and label 
are combined with the particle or alternatively may be combined with the 
compounds employed for pireparing the particle under particle forming 
conditions. Particles are then C'btamed having the analog of the ligand 
and the label bound to the particle. 

The compositions tind use m immunoassays where an interaction between 
the label and receptor provides a means for modulating a deteztible 
signal. The interaction can be as a result of quenching or modification 
of fluorescence, where the label is a fluorescer, steric inhibition of 
the approach of a signal modifier to the label, such as a label receptor 
or with an enzyme label, an antienzyme or enzyme inhibitor, the 
inhibition of cleavage of an enzyme labile bond or the cooperative 
interaction of two labels, such as two enzymes, where the product of one 
enzyme is a substrate of another enzyme. 
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AB rJovel biological assay method for determining the presence of a specific 

organic material by employing a modified enzyme for amplification. By 
employing receptors specific for one or a group of materials 
{hereinafter referred to as "ligands") and binding an enzyme to the 
ligand or ligand counterfeit to provide an "enz^/me-bound-ligand" , an 
extremely sensitive method is provided for assaying for ligands. The 
receptor when bound tC' the enzyme-bound-ligand substantially inhibits 
enzymat:ic activity, providing for different catalytic efficiencies of 
enzyme-bound-liqand and enzyme-bound-ligand com]:)ined with receptor. 

The receptor, ligand and enzyme-bound-ligand are combined in an 
arbitrary order and the effect of the presence of ligand on enzymatic 
activity determined. Various protocols may be used for assaying for 
enzymatiii: activity and relating the result to the amount of ligand 
P'resent . 

The subject method may also be used for determining receptors, employing 
the same procedure, except for not including receptor as a reagent. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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INI'EXING IS AVAILABLE FOP THIS PATENT. 

This invention is concerned with two closely related assay methods for 
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detecting the presence of Neisseria bacteria in a fluid samp'le. Both of 
the methods utilize radiolabelled antibodies specific to the enzyme 
released upon lysis of the bacteria. In the first method, denominated 
immunoradiometric assay (IPMA), the enzyme is reacted with soluble 
purified radioactive antibodies. In the second method, known variously 
as "two-site IRMA", "junctic^n test", or "sandwich technique", 
::ontemp'lates initial i nsolutali zation of the enzyme and thereafter the 
reaction with soluble purified radioactive antibodies. 

The structure and composition of the enzyme released upon lysis of 
Neisseria bacteria are not fully comprehended but it has the capability 
O'f oxidizing 1 , 1-propanedic 1 and reducing nicotinamide-adenine- 
dinucleotide (NAD). This has led to the name 1 , 2-propanediol 
dehydrogenase being proposed for the enzyme. 
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AB An immunochemical 
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2 Drawing Figure (s); 2 Drawing Page{s) 
563 

measuring method using a second antigenic 



substance 



and 



labeled antibody to the second antigenic substance. 



An unknown amount of an antigen (Ag 1) to be measured and a given amount 
of a conjugate (Ag 1-Ag 2) coupled a second antigen (Ag 2) to the Ag 1 
are reacted with a given amount of an antibody (Ab 1) to the Ag 1. Ag 
1- Ag 2 bind to the Ab 1 m prop'Ortion to their respective amount, 
forming an Ab L-Ag 1-Ag 2 complex. Then, by reaction o£ the complex with 
a labeled antibody (labeled Ab 2 ) to the Ag 2, Ab 1-Ag 1-Ag 2-labeled Ab 
2 is formed. It is possible to estimate the amount of Ag 1 to be 
measured by determining the activity of labeled Ab 2 attached to the 
cc'mplex . 
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growth hormones on age-related 
changes in ovarian morphology in mice 

Mayerhofer, Artur; Weis, Judith; Bartke, Andrze j ; Yun, 
June S.; Wagner, Thomas E. 

Sch. Med., South. Illinois Univ., Carbondale, IL, 
62901-6512, USA 
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CODEN: ANREAK; ISSN: 0003-276X 
Journal 
English 

The expression of human growth hormone (GH) in female 
transgenic mice (TM) is accompanied by sterility, whereas females 
expressing the bovine GH gene are fertile. A light and electron 
microscopic study was conducted to examine whether expression of these 
foreign GH genes in mice is assocd. with structural changes in the ovaries 
of young adult (3-mo-old) or middle-aged (7-mo-old) mice. One ovary was 
serially sectioned for light microscopy, and the contralateral ovary was 
used for electron microscopy. The nos , of preantral (PAF) and antral (AF) 
follicles, with and without signs of atresia, as well as the no. of 
corpora lutea (CL) , were detd. As expjected, body wts . of both young and 
middle-aged TM of either kind were significantly increased over those of 
their normal littermates. However, the ovarian wts. of TM and control 
mice did not differ. In the 3-mo-old TM, the ovaries were grossly normal 
at the light microscopic level. However, significantly more CL were 
counted in the ovaries of human GH-TM than m those of the other two 
groups. The percentage of PAF with signs of atresia was significantly 
reduced in ovaries of bovine GH-TM compared with the other groups, while 
the percentages of AF undergoing atresia were significantly different in 
all groups, with the highest values in normal animals, intermediate ones 
in human GH-TM, and the lowest in bovine GH-TM. In the ovaries of 
7-mo-old human GH-TM, conspicuous clusters of large, foamy light cells 
were present in the cortex and the medulla. Ult ras tructurally, these 
cells appeared as interstitial cells m various stages of degeneration, 
accumulating cholesterol crystal-like inclusions. Although 
degeneration of interstitial cells was obsd. also in the other types of 
animals, it involved usually only single cells and no cytoplasmic 
crystal inclusions. Moreover, in the ovaries of 7-mo-oid human 
GH-TM the percentages of PAF were significantly reduced and the 
percentages of AF significantly increased compared with those in the two 
other groups, which did not differ from each other with respect to these 
P'arameters. No significant differences in the nos. of CL were found 
between the groups. Percentages cif atretic PAF were significantly reduced 
in bovine GH-TM and comparable in the other two groups, while piercentages 
of atretic AF were not different kietween normal and h'Ovine GH-TM, but were 
significantly increased in human GH-TM. The results support the idea that 
the C'Vary, although not enlarged in either type of TM, is affected by 
chronic exposure to heterologous GH . Bovine GH, which in the mouse 
exhibits isolated somatot rophic activity, reduced the morphol. signs of 
atresia in TM. Human GH, which in the mouse has addnl . lactotrophic 
activity, caused complex, age-related changes, including acceleration of 
follicular development, increased atr^/sia, and massive degeneration of 
interstitial cells. These results suggest that the expression of human GH 
transgene leads to accelerated aging of the mouse ovary and that this 
effect is likely due to the iromh'i nation C'f soma to t rophi ^ and lactDtrophic 
ai-jtivities c^f human GH m this species. 
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A3 The crystal structure of human somatotropin was detd. by x-ray 

anal, at 3.ANG.. The compd. has 4 . alpha . -hel Lxes , with 3 irregular 
sections . 
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natural sequence human growth 
from media cc-ntg. ethanol, acetone, 
paraldehyde. Recombinant growth hormone in its native 
and desamidated form and pituitary hormone were crystd 
of diffraction data extending to 3.5 .ANG. resoln. was 
synchrotron radiation for crystals of recombinant human 
growth hormone grown from ethanol . The identity of the 
material in these crystals was established by anion -exchange 
chromatog . 
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AB Human somatotropin produced by Escherichia coli was crystd. by the hanging 
drop method using 2-methyl -2 , 4 -pentanodiol as the pptg. agent. The 
primary crystals were subjected to x-ray di f f ractomet ry . 
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AB High-pressure freezing techniques were used to study exocytosis in rat 

anterior pituitary cells. The cells were either unstimulated or exposed 
to 1 nM growth hormone releasing factor (GRF) for 10 
mm before ultrarapid freezing. The magnitude of growth 
hormone (GH) release was then correlated with the no. of 
exocytotic events obsd. with £ reeze- fracture electron microscopy. 
High-pressure freezing of unfixed and uncryoprotected specimens permits 
cryofixation of samples <1 mm diam {O.S-mm thick) without ice 
crystal damage, and arrests exocytotic events within 10 ms . These 
studies comparing conventionally fixed specimens with those prepd. by 
high-pressure freezing confirm that areas of intramembrane particle 
clearing at potential exocytotic sites are an artifact of conventional 
fixation and{or) c ryoprotection techniques. The celis exposed to 1 nM GRF 
released . app rx . 5- f old more GH than did unstimulated cells. Morphol . , a 
3.3-fold increase in the no. of exocytotic events was obsd. in 
GRF-stimulated celis, 33.7 events/100 .mu.m2 compared with 10.4 events/100 
.mu.m2 for unstimuiated celis. In addn. the effects of 2 inhibitors of 
GRF-induced exocytosis, somatostatin and Na isethionate were studied. 
Both compds . elicit the same response, a parallel decrease in exocytotic 
events and in secreted product. Thus, high -pressure freezing, combined 
with f reeze-f racture and f reeze-subs titution processing techniques, is an 
excellent tool for studying the morphol . aspects of exocytosis. In the 
present investigation, it demonstrated a quantity relation between the 
biochem. and morphol. of exocytosis in anterior pituitary cells. 
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AB The 3-dimensional structure of a genetically engineered variant of porcine 
growth hormone, methionyl porcine somatotropin (MPS), 
was detd. at 2.8-.ANG. resoln., using single crystal x-ray 
diffraction techniques. Phases were obtained by use of a single 
isomorphous K20sC16 deriv. and were improved k^y use of the d. modification 
procedure. The MPS structure is p^redominantly helical. It consists 
mainly of 4 antiparallel . alpha . -helixes arranged in a left-twisted 
helical k'Undle, a structural motif obsd. in a no. of other unrelated 
p-roteins . However, the way the 4 helixes are connected in the bundle is 
unusual and has never been reported before. Alignment of the amino acid 
sequence of MPS with that of other growth hormones 

reveals that residues within the . alpha . -helixes are predominantly 
invariant and thus these invar^iant residues are necessary to maintain the 
structural integrity of these firoteins. 
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A3 Large single crystals of natural-sequence recombinant human 
growth hormone (rhGH) were grown from a medium contg. 

polyethylene glycol and a nonionic detergent, .beta.-octyl glucoside. The 

identity of the crystals was confirmed by gel electrophoresis 

and anion exchange chromatog. The elect rophoretic mobility of the 

dissolved crystals was identical to that of uncrystd. rhGH. 

Likewise, the retention time of the dissolved crystals on a Mono 

Q column was the same as that of the uncrystd. protein. On the basis of 

these assays, it is concluded that the crystals are recorniblnant 

human growth hormone* 
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Expression systems which are cap^able of secreting sol 
of proteins which are susceptible to processing in prokaryotes 
influence c-f bacterial leader sequences is described. Vectors 
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19850325 
19850807 
biol. active forms 
under the 
success ful 



in effecting this expression encode a fusion protein having an N-terminal 
sequence comprising the phoA (alk. phosphatase) leader peptide and as a 
C--terminal sequence the desired protein. This fusion protein encoding 
sequence is placed under the control of a suitable bacterial promoter, 
preferably the alk. phosphatase promoter. Terminator sequences may also 
be included m the vectors for efficient expression. 
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AB Crystals of methionyl p-orcine sc-mat o t ropii n [1027 3 3-72-2] were 

grown out of iNH4)2SCi4 ty the hanging drop method :'f vazor diffusion. The 
crystals t'elong to the trigcnai space grouf) P3i21 Dr P3221, with a 



.alpha. = Ql .1 .AIJG. and c - 58.7 .AMG. , and diffract beyond 2.1 .ANG. 
resoln . 
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A new purifn. scheme for both prolactin [9002-62-4] and growth 
hormone [9002-72-6] from bovine pituitaries was developed which 
avoids the use of p>otentially damaging soln. conditions. Both hormones 
were >95^ pure as judged by SL>S -polyacrylamide gel electrophoresis, and 
had specific activities similar to or greater tlian std. samples of the 
same hormone as judged by several bioassays. Small single 
crystals of bovine growth hormone were 

okitamed by vapor diffusion techniques. Examn. of these crystals 
by x-tray diffraction, using the Cornell High Energy Synchrotron Source, 
showed that they were well ordered, and exhibited diffraction to 2.8~.ANG. 
resoln. on still photographs. Precession and oscillation photographs 
showed that they belonged to the ortho rhombic space group P2 12121 (or 
P212L2) with unit cell dimensions .alpha. = 219 .ANG., b ^ 51.9 .ANG., c ^ 
68.9 .ANG.. The d. of the crystals was 1.19 g/mL from which the 
f'resence of 8 45, 000-dalton dimers/unit cell was deduced. The fnotein 
content of the crystals was shown by isoelec. focusing to be 
identical to that O'f purified growth hormone in soln. 
These crystals appear suitable for use in the x-ray structure 
detn. of bovine growth hormone to at least 3.2-.A.NG. 
resoln . 
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The interstitial cells of Leydig which lie m small groups or individually 
r^etween the seminiferous tubules of the testes, or at the hilum in the 
C'vary, are known to be active in production of androgenic substances, as 
well as being sensitive to the influence of varicus trophic hormones, 
.^mcng the hormones known to be- pi reduced by these ceLLs are testosterone, 
di hydr ^testosterone, and estr.,idiol. F:esponsi venes s c-t the function of the 
Leydig cells has been demonstrated witn luteinizing hormone ( LH ) , 
growth hormone, follicle stimulating hormo^ne (FSH), and 

ptobaoLy estrogen as well as p'rolactm. Human chc ric^ni r gonadot rophi n also 
may nave a marked effect. Attem.pts to correlate the cytologic app^earance 
:-l Leydig cells with various states of stimulation have revealed a number 
of ul t ras t r ^ctural apr-ea ranees . Since a sp-ectrum of cellular morp'hology is 
ap'parent, bcth in the normal and m altered physiologic states, it is 
hazardous to ascribe a p^articular u 1 1 ras t r uc t u r al variation to the 



influence of a given hormonal stimulus. Nevertheless, in normal males, 
three types of cells can frequently be seen: (1) fusiform cells with ovoid 
nuclei, small aggregates of smooth endoplasmic reticulum (SER), and 
variable amounts of cytoplasmic filaments, probably representing resting 
cells, since they are most abundant in pre-pubertal males; (2) light 
cells, the most frequent type, with well developed SER, scant rough 
endoplasmic reticulum (RER), and mitochondria which vary in size and 
shape, contain abundant lipid and frequent lipochrome deposits; and (3) 
dark interstitial cells which are variable in number, derive their density 
from stacks of tubular SER, and may represent merely an altered response 
to fixation or an involutional form. In addition to immature cells and 
normal mature cells, two additional cell types are described in various 
primary testicular disorders: (1) abnormally differentiated Leydig cells 
with features such as grouped mitochondria, whorls of endoplasmic 
reticulum, absent or fragmented Reinke's crystals and 

paracrystallme arrays and deficiency of lipid droplets as well as masses 
of microfilaments; and (2) a multivacuolated cell type characterized by 
swelling of cytoplasmic organelles and absence of Reinke's 
crystals or paracrys tall ine arrays. It is also clear that the 
interstitial cells respond m systemic diseases, are injured by alcohol 
ingestion, and show involutional changes in aging. While these 
ultrast ructurai changes are now well documented, there is still a need to 
correlate them exactly with the various stimuli may affect testicular 
function . 
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1989-003152 [01] WPIDS 

N1989-002279 

C1989-00I442 

New cyclic peptide having somatos tatin-like activity - 
prepd. from D-tryptophan methyl ester and phenylalanine 
deriv, . 
B02 

(MITU) MITSUBISHI CHEM IND LTD 
I 



PATENT NO PCIND DATE WEEK 
J? 63280099 A 1988 1117 (l'^8901) 
APPLICATION DETAILS: 



LA 



PG 



PATENT NO KIND 
JP 63280099 A 



APPLICATION 
JP 1987-114857 



DATE 

19870513 



PRIORITY APPLN. INFO: JP 1987-1L4857 19870513 

AN 1989-003152 [01] WPIDS 

AB JP o3280099 A UPAB: 1993092 3 

Cyclic pep'tide of fomrula (1). (1) can be prepd. fr^m D-tryptophan Me 
ester and N-t-but 3xyca rbon -phenylalan ine . 

USE/ADVANTAGE - {!) inhibits release of growth 
hormone similar tD the w.-ay somatostatin does. 

In an example, {14.8mg) was dissolved in 0.1 ml AcOH cc^ntg. 25- HBr, 
to which C' . 1 ml am sole was fidded, and the mixt. was stood at room temp, 
for 90 mms.. 30 ml dtry ether was added and the PF'td. crystals 
were collected by filtration and dried in a desiccator, then dissolved in 
MeCH and passed tnrough a column of Sephadex LH-2C (Pharmacia AB) to give 
7.1mg. (I) as crude crystals. This was purified by reverse p.hase 
HPLC and then with a Sephadex LH-2 0 column and lycphilised to give (I) as 
white powder, m.pt. 1 93-200 deg.C. 
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Compsn. for treatment of bone fractures and osteotomy 
comprises 24, 25 di hydroxy vitamin-D3 combined with 
vehicle of e.q. bone wax, or implant comprising e.g. 
gel - foam. 

A96 BOl B05 CO 3 D22 P32 P34 
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AB EP 198213 A UPAB: 1'"^ ^"^3 0 92 2 

A compsn. for the treatment of bone fractures and osteotomies in warm 
blooded animals, comprises 0.0'j2-0.2 wt . • of 24, 25(OH)203 m combination 
with a vehicle. 

Pref. the compsn. ..:.ompris-s 0. 005- 0. nS wr. . - of 24 , 25(OH)203 and the 
carrier is bone- wax, bor.r:- cement , bone sealant, demine ra Used bone powde 
or a conventional or tho}:>.iedi c impdant. Th^.- implant if used is gel- foam, 
dacron m^■'sh or kiel bont.-. Auxiliary substances may be included such as 
la{0H)D3, 1,25{0H)2D3, oestradic.l, hydroxy-apatite crystals, 
fluor: apatite crystals or growth hormone. 

USE/ADVANTAGE - 24,25 (OH) 2D3 affects the maturation and 
di f f e rent, i atic'n of cartilage cells, tne initicil stages in b^ne formation 
resulting in faster formation :f the callus and consequently faster bone 
healing. The effect is cc ns i de r atdy superic^r to those obtd. k^y 
conventional treatments. The ccmpsn. is suitahde for use m orthopaedic 
surgery f c r local applicn. tc^ a site of kione fracture or osteC'tomy or fo 
ap'plicn. to solid or sem.i-soilid imp-lant conventional in orthor-aedic 



surgery and to prostheses. 
0/19 

ABEQ EP 198213 B UPAB: 19930922 

A composition for the treatment of healing of bone fractures and 
osteotomies in warm blooded animals including humans, which comprises from 
0.002 to 0.2^ by weight, of 2-1.25 (OH)2D3 ( 2 4 , 2 5-dihydroxychlocalci f erol ) 
in combination with a physiologically compatible vehicle suitable for use 
in orthopedic surgery for local application to a site of bone fracture or 
osteotC'my or for application to solid or semi-solid implants conventional 
in orthopedic surgery and to protheses, characterised in that the vehicle 
comprises bone wax, a bone cement or one of the components thereof, a bone 
sealant, demmeralised bone piowder, dacron mesh, gel-foam, or kiel bone. 
ABEQ US 5069905 A UPAB: 199 30922 

Compsn. for treating and promotion of healing of bone fractures and 
osteotomies by direct topical contact or local application comprises as 
carrier an orthopaedic implant or prosthesis with 0.002-0.2 (0.05-0.5) ^ 
wt . of the vitamin D deriv. 24,25(OH)2D3 incorporated in combination with 
a vehicle for use in orthopaedic surgery. 

The carrier may be bone-waxes, -cements, -sealants, or demineralised 
bone powder. The implant may be gelfoam, dacron mesh, or kiel bone. 
Auxiliary substances include lalpha (OH ) D3 , l,25(OH)2D3, estradiol, 
hydroxyapatite or f luoroapatite crystals and growth 
hormone. The vehicle may be an oil (arachis olI). 

The compsn. may be applied during open surgery, or a soln. may be 
injected into the cartilage growth plate of the bone to be treated. 

ADVAI-ITAGE - Local admin, gives excellent healing by encouraging 
differentiation of cartilage ceils, formation of blood vessels and 
form.ation or trabeculae by mineralisation. @ 
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wo 8400294 A WO 1983-SE268 19830704 

EP 113749 A EP 1983-902308 19830704 

JP 595012L3 W JP 1983-502406 19830704 

US 4713249 A US 1984-789993 19840222 



PRIORITY APPLN. IIIFO: SE 1981-6723 19811112; SE 1982-4244 

19820709 
AN 1984-036980 [06] WPIDS 
AB WO 8400294 A UPAB: 19930925 

Carbohydrate spheres or part,icles have a particle size of 0.01-1000 
.Tiicrons and contain 0.001-50 wt . ^ of enclosed, adsorbed or covalently 
bonded biologically active substances. The novel feature is that the 
spheres or particles are stabilised by crystallisation. 

The carbohydrate is esp>. dextran, starch, alginate, chitosan, 
agarose, carrageenan, cellulose, glucogen, pullulan or their derivs. The 
particle size is pref. less than 1 micron. 

The prods, may be used for admin, of medicaments or vaccines or as 
carriers for pes ticicides , enzymes, etc. Use of the prods, with antigens, 
insulin or allergens is specifically claimed. 

'■yo 

ABEQ E? 113749 B UPAB: 19930925 

A process of producing a stable carbohydrate sphere or particle in the 
size range of 0.01 to 1,000 micro m, characterised in that a carbohydrate 
P'Olymer is dissolved in one or more solvents having a dielectricity 
constant of more than 35 to a concentration within the range of 0.1 to 
200i (weight/volume) to form a clear soln. whereupon the thus obtained 
hydrophil ic carbohydrate poi^Tner soln. is emulsified m a hydrophobic 
emulsion medium to form spherical droplets of the carbohydrate soln., 
whereafter the emulsion is stabilised by transferring it to a liquid 
capable of crystallising the carbohydrate polymer to a complex relatively 
insoluble m water. 

ABEQ US 4713249 A UPAB: 19930925 

New prolonged- release compsn. for biologically active substances comprises 
O.Cil-lOOCi (Ci.Ol-l) micron sp^here or ptcl. of non-covalently cross-linked 
crys t . pol ^^Tueric carbohydrate matric contg 0.001-50'^ wt adsorbed or 
covalently bonded biological substance. 

Pref. carbohydrate is dextran or starch deriv., otherwise alginate, 
chitosan, agarose, carrageenan, cellulose, glycogen, pullulan, and derivs. 
Biological substance is antigen, insulin, allergen, growth 
hormone . 

Prepn is effected e.g. by dissolving carbohydrate and biological 
substance m hydrophili chydrc'phillic solvent, emulsifying in hydrophobic 
medium at 4-40 deg C and cryst. emulsion e.g. by addn . acetone, ethanol, 
methanol, etc. 

ADVAI-ITAGE - Steady release from exretable non-toxic matrix at rate 
cront rolle.'d t^y dissoln. of crysts. i.e. pref. independent of enzymes. 
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Steviol IS prep)d. by oxidising stevioside or s teviobioside with 
metaperiodate or lead tetracetate, and then hydrolysing the resulting 
prod, with alkali. Steviol can be obtd. without formation of isosteviol, . 

As stevioside there can be used the commerciaL prod. obtd. by extn. 
of the plant. Steviobi oside can be ok'td. by treating stevioside in 10^ 
alkali hydroxide solution at 100 degrees C for 1 hour and then acidifying 
the reaction liquid. Recrys tallization from methanol gives the pure 
crystal, m.pt. 188-192 degrees C. 
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Structure and activity of artificial mutant variants 
of human growth hormone 
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T.; UESUGI S 
IKEHARA M. 

Osaka univ. , fac, p)ha rmaceutical sci 
Japan 

Protein engineering, (1989), 3(1) 
ref s . 

ISSN: 0269-2139 CODEN: PRENE9 
Journal 
Analytic 
United Kingdom 
English 
CNRS-21 350 
AN 1990-0111156 PASCAL 

AB In this report we describe the construction of two types of variant. One 
variant is mutant at TrpSc, which is the single Trp residue in hGH, and 
moreover, is conserved in ail growth hormones known 

so far. The other type of variant has a deletion m the long locsp region 
that connects helices I and II, according to the crystal 

structure. We prepared these variants of hGH by in vitro mutagenesis and 
studied their biological activities and physicochemical characteristics 
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PCG microgravity experiments flying high 
Some 24 proteins will l:>e subjects of microgravity 
experiments on space shuttle launch in 1/90 
Bio/Technology, (Feb 1990) pp. 97. 
ISSN: 0733 -222X. 
LANGUAGE: English 

AB Some 24 proteins will be trie subjects of microgravity experiments on the 
Sp'ace Shuttle Columbia launched in l/^-'O. Some experiments will be repeats 
of those ::on':iucted on the space shuttle fli^nt of '^88. The studies will 
fC'Cus on conditions affecting protein crystal grC'Wth, but the 
^■roduction of hi ^h-resolution crystals would help' further 

raticTial drug design p-rojects. The results f rom the 9/88 experiments found 
that there were significant improvements in the p-rocedures for growing 
more ordered crystals in mi ::rogravi ty f^r 3 Df 11 proteins. Two 
gamma interferon crystals grc'wn in space on behalf of 

Schering- PI c^ugh were markedly larger than th^se grown on earth. One of the 
crystals was 50^ larger than any previously made on earth. It was 
also found that the crystal grown in space possessed a higher 
internal order. Results for porcine elastase and isccitrate lyase 
crystals were also p>romising. A crystal of porcine 

elastase ^lown m spjace yielded more data at all resc'lution ranges. Six of 
the other 6 proteins studied failed tc- yield crystals large 



enough for diffraction analysis. Due to the many variables involved in 

protein crsytal growth, temperature is used as a constant. The space 

shuttle mission of 1/90 will conduct 120 experiments on protein 

crystals, 50^. at 22C and 50- at 4C. Proteins that will be studed 

in space for the Lst time include Eli Lilly's human growth 

hoirmone, the U of California's (Riverside) satellite tobacco 

mosaic virus and Biocryst's and zhe U of Alabama's aldose reductase. 
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TITLE: Crystallization of authentic recombinant human 

growth hormone 

Large single crystals of recombinant human 

growth hormone are grown 
SOURCE: Bio/Technology, {May 1987) pp. 499-500. 

ISSN: 07 3 3-222X. 
LANGUAGE: English 

AB Large single crystals of natural sequence recombinant human 
growth hormone have been grown from a medium containing 
polyethylene glycol and a nonionic detergent, beta-octyl glucoside, 
according to ND Jones et al of Eli Lilly. The identity of the 
crystals was confirmed by gel electrophoresis and anion exchange 
chromatography . 
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Elucidation of the correlation between the structure and 
function of proteins. An aspect of protein technology, 
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Aqency of Industrial Science and Technology, National 
Chemical Lab. for Industry 
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AB The following items of analytical interest are included. The compendial 
definition of thyronine and polypeptide hormones in the US: present and 
future, Bransome, E. D., jun.; pp. 20-24. Peptide hormones: questions of 
identity, Bangham, D. R. ; pp. 25-35. Use of human leucocytic pyrogen assay 
for detection of exogenous pyrogenic mater;ials, Dinarello, C. A.; pp. 
36-47. Cytochemical bio-assay and its potential place in compendial 
definitions: a method that offers sensitivity as well as specificity, 
Chayen, J.; pp. 4 8-58. Scientific and medical background for compendial 
definition of insulins, Horwitz, D. L.; pp. 63-67. Link between 
description, nomenclature and assays of insulins: compendial and 
regulatory considerations, Weis-Fogh, 0.; pp. 68-71. Procedure for 
detection of potential Escherichia coli peptides (ECPs) in biosynthetic 
human insulin (BHI), antibodies to ECPs in patients treated with BHI, and 
measurement of bacterial endotoxins m BHI, Ross, J. W. ; Baker, R. S.; 
ilooker, C. S . ; Johnson, I. S.; Schmidtke, J. R. ; Smith, W. C; pp. 
127-138. Estimation of insulin purity in light of developments m 
analytical methods, Joergensen, K. H . ; Hallund, 0.; Heding, L. G.; 
Tronier, B.; Falholt, K. ; Damgaard, U.; Thim, L.; Brange, J.; pp. 139-147. 
Applications of high-performance liquid chromatography for analysis of 
insulins, tCroeff, E. P.; Chance, R. E.; pp. 148-162. Characterization of 
insulin and insulin-like substances by high-performance liquid 
chromatography, Welirider, B. S.; Andresen, F. H.; pp. 163-177, 
Radi o-immunoiogica 1 determinations of comtammants in insulins, 
Kappelgaard, A.-M.; Bal. schmidt. P.; Kris tens en, O.; Lernmark, A.; 
Vikelsoee, J.; Hansen, B. ; 178-186. Inherent problems in radio- immunoassay 
exemplified by determination of proinsul in- li ke immunoreactivit y m bovine 
insulin, Damgaard, U.; Kruse, V.; pp. 187-191. Quantitation of insulin by 
radio- recepto r assay, Sjodin, L.; Holml^erg, K.; Stadenberg, I.; Viitanen, 
E. ; pp. L92-199. Assessment of insulin potency by chemical and biological 
methods, Pingel, M. ; Voelund, A.; Soerensen, E.; Soerensen, A. R. ; pp. 
2L)0-2Ci7. Differential p'Otency of pork and beef insulins in the USP rabbit 
t'lo-assay system, Voelund, A.; Pingel, M. ; Soerensen, E.; pp' . 208-215. 
Radio- immunoassays for determination of pro insulin content in p-urified 
insulin crystals, Chiu, Y.-Y. H.; Gueriguian, J. L.; pp. 
216-225. Comparison of tdological response curves in rabtdts following 
inje..::tion of various insulin formulations, Collins, J. E.; Eaeter, C. T.; 
Y'P . 226-2'3 3. Variability of the glucose nadir induced by intravenous or 
sub-:.:utaneous insulin: comparative study, ?vOwarski, C. P..; Kowarski, A. 
A.; pp. 234-238. International studies for repdacement of the 4th 
r nternational Standard for insulin, Bangham, E'. P.; Bristow, A. F. ; Gaines 
!\is, R. E.; pp. 239-..:4 3. Pep'Ort of the consensus - fo^rming session on 
insuLins, pp. 254-28 1. B.ackground for a rational approach to compendial 
dt.'f ini tion of somatropms igrowth hormones^, 
Daughaday, W. H.; pp. 2r:3-2&o. Sc^mat r^t rophi c [growth- 
hormone] assays m the rat and in man, Rudmai:, D.; Chawla, P:. K.; 
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